PCT 



nt # &j m ffi * ; 




(51) @^'#ff^-ft6 

C07C 237/22, 255/60, 275/28, 311/06, 311/19, 327/42, 327/48, 
335/26, C07D 205/04, 207/14, 207/16, 207/48, 209/08, 209/30, 
209/36, 213/81, 215/36, 217/22, 241/12, 241/14, 307/64, 309/38, 
333/34, 333/38, 333/70, 335/02, A61K 31/165, 31/275, 31/34, 
31/35, 31/38, 31/395, 31/40, 31/44, 31/47 



Al 



(n) mm y M 



(43) mm-&ma 



W098/22432 



1998^5^28 0(28.05.98) 



(21) mmmm%r%- 

(22) mmtams 

(30) flBfctt^— * 
#iS I P8/306192 



PCT/JP97/04174 
1997^11^ 17 0(17.11.97) 

1996^11 M 18 0(18.11.96) JP 



(71) ttliSA (*H^I^<-r^TWffi^H^ov>-r) 

(YAMANOUCHI PHARMACEUTICAL CO., LTD.)[JP/JP] 
T103 m^fP^^IKB^^^TgSSll^ Tokyo, (JP) 

(72) $SW%- ; &£Xf 

(75) mm/mmx (^Hicov^-cw^) 

n # 1P3(TANIGUCHI, Nobuaki)[JP/JP] 
T305 tkmm-o< fiTtJ^HT@28#4-§- Ibaraki,(JP) 
|S3 P3 ^(OKADA, Minoru)[JP/JP] 
T302 ^«!| ; ^#TtT*Wi:T@6#29^- Ibaraki, (JP) 
JP5t5^«(KAKU, Hidetaka)[JP/JP] 

T305 SW-o< tJrTJfe^EITi6#7-403 Ibaraki, (JP) 
i!;Hj&g|S(SHIMADA, Itsuro)[JP/JP] 

T305 ^idcJfcO < ii TttitSKr-B — T g 12#1-B201 Ibaraki, (JP) 
If 9 ^ft(NOZAWA, Eisuke)[JP/JP] 

T305 ^JffcO< liili-OgHTg 13#l-402 Ibaraki, (JP) 



^(KOUTOKU, Hiroshi)[JP/JP] 
T305 S»|tO< tfrtiMi:TI6#14t Ibaraki, (JP) 
(74) ftlA 

#3S± ft#^H, ^(NAGAI, Shozo et al.) 
T174-8612 MM%frW&W& = TB 17#1^ 
m^rtfiilSlttiC^th WffHlf$R8BI*3 Tokyo, (JP) 

(81) fg^B AL, AM, AU, AZ, BA, BB, BG, BR, BY, CA, CN, 
CU, CZ, EE, GE, GH, HU, ID, IL, IS, JP, KE, KG, KR, KZ, LC, LK, 
LR, LS, LT, LV, MD, MG, MK, MN, MW, MX, NO, NZ, PL, RO, 
RU, SD, SG, SI, SK, SL, TJ, TM, TR, TT, UA, UG, US, UZ, VN, 
YU, ARIPO#fF (GH, KE, LS, MW, SD, SZ, UG, ZW), — 7 is 
T#fF (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), B£lH1#fF 
(AT, BE, CH, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, 
PT, SE), OAPI'#ff (BF, BJ, CF, CG, CI, CM, GA, GN, ML, MR, 
NE, SN, TD, TG). 



NOVEL ACYLAMINO-SUBSTITUTED ACYLANILIDE DERIVATIVES OR PHARMACEUTICAL 
COMPOSITION COMPRISING THE SAME 



(54)Title: 



(57) Abstract 

Acylamino-substituted acylanilide 
derivatives represented by general formula (I) 
or salts thereof, and a pharmaceutical 
composition comprising the same. They have 
an antiandrogenic activity and are useful as a 
prophylactic or therapeutic agent for prostatic 
cancer, prostatic hypertrophy, defemination, 
hypertrichosis, bald head, acne, seborrhea and 
the like in which androgen is involved as an 
exacerbating factor. 
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mum 

> f'lWIi --^ir 1 l ;7..:^ , ^ i'N ^ cM' * W (Prostate 
Suppl.45-5 1(1996)), T >KW>^ISH-f t&S^Sm, ffl^JMs, HiJ^M^Jm, 

TV ^S c . 

9-81332) ^n^-o^5 G 7/>^5KS^(dfifeir>'KP^W^fflfi^< > f-titi-ioT 

m^^J^K'^WVh^t^fX.hUX^ ^ (J. Med. Chem 31, 954-959 (1988)), ifcfc, fc^A' 
^K(GB 8, 221, 421)&gO-ffWS{-T±rti£;ftT:£9, GB 8, 221, 421 IdfiTv' 
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—33, ^^7ii^jUT^/r±hr=-V}-m^i^tLXn, US 4, 532, 251C:, fyx?—^ 
y^T^hV«0^Ji:LTW^$n-CVNS (! L/jT*>)^, r^b^te^^tfSfciT >Kn^> 

V^c @P^> ll#J^4 :, tll^«fFffl{-^S^%X_btLS^i*jb?LM > ?LS ; i# (Semin. Oncol. 
18(5 Suppl 6) 13-18(1991), J.Med. Chem. 31 954-959 (1 988)) ^ft^f^ffl i-lJ^T^'^Xh 
f£ffl<£>3§3?.(J. Urol. 153 (3 part 2) 1070-1072 (1995)) \t\3rM^oy(^W3^ 

L^^/,:n!:!ffl l :/.:o 



apt, tie— i )-e7^$^5T^/^T^yH^T^^r^yKM#f*x(i 

R 3 R 4 R 5 R 6 R 7 R 8 

H^JJ jl A 1 A 2 Z (I) 

(^^^ffi^-tt^T^MttWI^o 
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R 3 :7km J!?- T- X ttftlr ;v m 
n:0 <! U 

R 4 , R 5 , k : 74 '/R- :M • <; i.w;- ctKjUJj?: ;\ f ^MtlT^U^^W/^^ 

T^/£<, X», n/5Si<Dt#R 5 tR 6 /5iS— ft^iot, v^nT/>^u->££7MLTkJ;v^ 
A^t^Ag : fWJ — X Bl/ioTgfM fc£fJ£ iS&T ^1/^1 

R 8 :*i^, 7KS$!£, ffi^T/^^>, ffilT/^/K TY^^XttT^/t^/L^^v- 
^R 7 ^R 8 /^-'f*ir^oT^r^*^nT/^l/>S^^Lrt)i;^v : 

^l^^fo ) 

#f £L<te, Z^y-R 9 (^^cofS^-^J^T^Eft^^fl^c 

Y: — C— — S— — C-N— Y'tj^i/SS 

R 10 : 7K* -PX(if£/f*T/^/i-S 
m:OXIil, 2 

ffiL, Y/jS#/^-/i^-rfev, R 9 /j^x^Ty— ^S©i^tt, R 4i rR 5 c7)/>/ c e<^— Jj 

Mi-0^L<i-±, R 4 X1±R 5 , R G S'0«R 7 w{g:^r/V^/i'S^ : L<fiT7^ :3 r^Swffi^ 
S/A 1^_L<7)|r| — Xi^^o/i, AD^ff, 7K@$S, MT/^^Y, ilT/l^*/ 

7V, T=77V{T~7V, T : 77^7Vm\^<nrV — 7V^^\mKT7V^^, 3g=Y<tt, -<YlfY 
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tr/^^y-, yr/, =-H=*, fiir/^^^t^y, :7^/k ••••• /fr. <; tvWiKT/i 

N — { 1 — [ (4 — XT / — 3 — hyy/U^rv ^;vy^.=./v) — l — y^/V^X 

/X -4-7/i/tP-<yX7?K; 

N— {1 — [ (3, 4-yy7y7i=^)*/W<^/y-l-/f/l'Xf-^) 



N— { 1 — [ (3~ynt2— 4 — VT/Ta^/X^/^^VX — 1 — y-X/^X/X —4 — -7 

N— {1 — [ (4 — ^T7 — 3 — by^/^ny^/l/^^^/b)^jyW^^^/lx] — 1 — y^/l/^^ 
/V}-2, 4, 6-MJ^/^n-<>XT^K; 

4 — ynn — N— {1 — [ (4 — XT/ — 3 — IXTXXn/XXT:^/X yj/W^-f/X — 1 — 
^f/kxf/i/}xyX7?K; 



X£X), 
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{S^S^Wut v>~ofej^ry— /us, y-y/uy-^/i/S, 77/^^1, ^uif^gt>isi§r- 

yy/^yr^us, /MS, y^/us, ^y^L<ttv ? f«T/^^/ur^yi ;) ^ <i -y 
{g^T/u^/ur^y#/w^/us, {g/fsr/uyjy-f^T^ysxtt^^vs-efes, 

R 4 , R 5 , R 6 %.X$R 7 rg^S^'LTV >Tfc Mfi^T^/HXI-tT7^^ 

Sj^ffJlS^:, l^_h«|WJ— Xfi^^ofeg^S^, /KM, fi^T/U^^yS, (g^T 

\\mkT)v^]vm\ ttac #i;bcx(i^;bt»^*^i ~6^£^r /u^s^l, 

ffy^/U, ^^-/U, n-7 : Pt7V, -Yy^utVU, n— y^/U, ^fvy'f /I/, sec — y^/U, tert 
-y^/U, n--<uy-/U, n-^^/U&^S^-fbfrb, i^l?fa~3<ZM&f&T/U^/US^ 



u>^yyy^f btu ^^l~3co«T/udrU>-S^0^L<, Mi-^j'*L<iiy^uy 



ry^/u^/usj « ry y— /v-ttr/^i/> - j ^E^-t^o 
rT7>/u^r/uy-^i/Sj«rry— /u-fg|5T/udf^>-o-j^;f;i*1^ c 
rr^uy-^/^sjiirry— /u-fCTT/uy-^uy-j^i: 1 *^, ^*L<{ic 6 _ 10 ry— ^ 

-C 2 _ 6 T/U>r^-/US-Ir& l 9, y^^/Umy-^./^, At/p^~/V, ~y-7=?-)\,^-<T=^>V, 

rfMT/Uri 3r v^S J « rfg^T /U^r /U - O - J SrS *1~3 0 

rf»T/U=i^-y/77/U7^/VSj TO$r /U^r ^u- o - c ( = o) - J 'ars^i^S, 

rfgfST/u^yy /i/Sj r femr/u^/u- c ( = o) - j SrS^-f 5 0 
rfg^T/U7ayy/ixyr^>Sjttr{g^r/u^/k-c(=o) -o-j£rM9fe-t~5o 



*ey>y 
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TOST ^fj /4 /i^T^ySj rt fi&mr/^ - c ( = o) - nr 1 1 - j , r 1 1 tK 

IV n u Wffi^T /v^r /i-K J <D &CT 71^ /bS i-i _bf ficD C x _ 6 T /vJE fS/ mh y > 

y-c(=o) -j5rs5fei~s= 

rR 4 ^RVj^*^^T^7"prf(T-^/^^^ 
iiJj7CT-^TR 4 ^R r y%Wt^ 

r n ^i<7^#R 5 ^R 6 j5W*^oT, ^pt /^uyS&MtSj tfi, r 5 ^r c v%OT 

^-.y„ /lx> t°^y^—/v, tvyw, t°yw, try*^, tw'vv, yyry~— ;v, ^y^y, 
fttyy, 77^, t°yy, ^y^y, fjy-^, yyfjy-^, ^t-^tvwk ^ 
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r-/>, T-^yy— yy^-yy— /y t^t^r/-^, yyyv, yy-y-yy— ^, y- 
p/y-^Ltia^vK-^, yyyyy— ^yy^, yyy-yyy, -y^y^y-^:/, 
y>% y>K— /y yyy77 ^y^y-fes, 

r-^fn7!J-;W;;>^/Hj tfi, r^fnT!)"^- C ( = 0) -J'ar;E ( *L, ^fn7!J 

TR^g^LTl ^fg«y7rRVyg#iLTl >6 77177 f & 77\ 7; ,7 1 M -7 I I a « 
yynT/Wjy^tfM~y57i:£y§:i*L, JHf*Wl-ttt :: n— t —77 7 , 2-— y+7tKn 
Tif tV§ /7^tf ibtL, fc a n— /yxiyy^yywy^? 7 
^§fH^#jS7:fo^T3$y7yW^ 

«^Ht^#j (i) ^y7yyr7J^-- ^y^'^v.7|7f7^y ; yi:-j y giS7ii77o7 

77, ! {7 yi^tmO':! ^ - 77;7777 77; fr i &m 7 ('.7. 7ia7iS-7X(R)f*, (S)ti^co 

:<m yy/r-ry. ^,777,7. (z){$, ;i7 / fy^yci7 i i7yyi77/r y- ; y uy-iy-yr- 

^w^-^#if^Sr?f^-rs 0 n-f*Wi7iy, &E«^L<tt^r«^(77S${yM, fey 
L7i7, mw-m^nm.m, jMb/Kum B^it^mm, «, mmm^mmm^m, 

jiit^m, mm, y = nyy-^gf, y^ygf , ^n^g£, ^7^,11, y^/Mf£, ^w^gt, ?lb£, 
y^=f^, y^ypi, yy^/byj-vgt, m^^/w^it ^-ev^/i^yi^t 
< ty , 7^^^-x/^777-@t^y)^iis^, x nr^^^mmL < n^/^v^m^ wm^. 
r^ymtcoHMm., y-yyyy, T^yyy, -^yy^yyy, 77/7777.7, r/^^yy, y^yy 
&£*$s$sitt, 7^/7T5y, xf^757, ^yy— ^T7y^yy7WfS^s, yyv, y-/7 



- 7 - 



WO 98/22432 



PCT/JP97/04174 




(II) (IN) (l) 



^v'^v'W^K, l-tFndr->-<vy>yTy— /^^N-tFn^>T5>^{[^#J^ 
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*/c7j /u#i/m&mmmx*fcfc&-&z> t # , ^nm^y^/u^m^-r^Jt^^ 

B#&£?, 7^:7n^^>/7;fr/77jf:77f7K, ^/Wjf^/^^^V--/^, i7 !7;r.^/7 tJnX^U /7 
Tv^K, v ? ^^/>^*;y/^v'T=-K J ^l — — 3 — (3 -^/^^-/i/T^y^ntvi/) 77/7/}f 

i^FttM, ^-/^t*yK, ^ify/^pyK, 7^wt=, ^v^im 

^]->/7^y K^^i^^ffli-swjW iiT'fcs, m^mf] (7^3V ^TfiS^ny K 

^nnx^-y, ^nn^/W^^cZV^n^V-ft^ 7k St Si, IvU-mV, ^yi/y^© 

cT^j^/Hf), T-feh— yy/7, N, N— 7V77/WF /77^T 7 F, N, N — 7^7^ /7T i? hT 7 F, 

N-^A--2-fc = Py]^^^/U^^^ 

ft, sjSI^lt, g^r^yvdD^iipj^fflv^;, N-^/t^e/7*y>% yy^/7 

T7>, yy^77/7T7>', N, N-vo^-A'T — yv, t ;; y7^>, 4-(N, N-i7V^/^T^y>, 
fy-^V, t^yv, 777 /7 ! 'V).l,i,vU:7;7 r :/:. ff-ixfft *-tir£c/:>/$\ ix/77^rRrf (7Jlf?^-tir 

7L77ii^^ fa\z.tfte-rz,mmm^, &m\ r-, mmm^-mnmnrnt^^Lx^ ^z.t 

^M^LV^T^-^fc^, ^^^^^/^liSiLTttGreeneTTir/Wutsl 1 , Tprotective Groups 
in Organic Synthesis^m^m^i&W^&mfS^t^'T:^, ^bSrSffr^iOS 




(^^cofS^-tt, ftui£^[F]#7;7fc3o ) 
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Mi • ; ^ c ' : ii ^IvR / ; i :i J.l: f i f£ J I ] ><f i fe - y (o 6 

/kts:>, hym^-/i/T^>, n, N-i/7^/i-r~y^, t :; y-^>y 4— (n, n-^^/^t^/) 




(la) Ob) 



1%-% (lb) ^®[3t-ra^&t?fe5o 

- 10 - 



WO 98/22432 



PCT/JP97/04174 



f© iT^g iHm co r 7 KK^^-^r 7 Kit ( ^ , £ i/ r ^ ^ u r ( ^ m %fctz> # * *r f in 

■7(o 7; 

7Wi;i)i-LT$^3t$7L/^ISK{t^#Jtt ( Mi^M, 7:7)tii, -7rWzKfP#J, 7:7^« 
fP#J, fc7JV^tt;i* H B B #-J^^#jW^LT«M$t^7) ;: ^ffJ^l^^JCDwilttt, 'ffi'few 
^rx^7-#1^7^i^J:i9Mit^7)^«7T:^7) :; 

«»§mi, witu, aiii, ^ihit, mm, nwMi, ^mw^v^y^-mom 

777'7-.7 777 

mmm^±&, mmtfe, mm., ^mm^mxn-j-\V3'MtLx^- 
mxhz s 

Eh 7yKn7Vg:^f^PlIfe7, MMTV WK— ^"itfeT-^^Bgfte^tf feJri7 

SV40 wK-^-mfcT^^gfc^{£(7^# 

CHO M£r, M 100 mm (DW^^mT^^MZ. 1 X 10 6 ffiWZ, 12-18 HtPfSJ^ 

y^I^/^>f>A^*^lt^^7ith T^Kn>^Vg:^^Ja^X7K', MMTV-LTR 
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GENET\Cm®{^-^^^)^WSkPl 500 u g/ml b^^~)\Z-hW7Lfz.,, ^iMWik, ^ 

#L/c(CHO/MMTV S. : AE-)#Ki|te^-{$) i; 
_hf2£:ITOi7LT SV40 ^ — it{K^^^K*5^^Si#Lfc, L, SV40 

(CHO/SV40 7X^^Mfc^f*)= 

a) MY T>KP^>'S^^lc:^1-S|s^tt'fk^ffl Wl¥#i(agonist 

CHO/MMTV ^^BKfej&ffciM&cfctJ* CHO/SV40 ^^MRIto^M*^]/]^, -^tl^' 
^96well »jtitfflA^/7/V-M7 1 X 10 4 {M^, 6-8 B^TO-«P/Hbl^#J^ 
flPLfcs Ib^jMl 18 f!fMi£ 1% HJh:/-X *5«TO 10% ^y-irn— y>^tp^^20 // 
l£An;t*fflJtf2£r$&>>L, 0.47mM /l/->:7^y>-£ra tiv^v^^— if S gift 100 n \ 

MMTV-LTR i7;7,i r '7fh7; fct>', IftHV.: SV40 ^'^rtfb; '. fc"9#b 

7 ' 7:. /• fefco ;V'i 14 1 t 77, 

^fg^^^l^SlG^tt'fb^ffl^ InM dht J:^f5W^nS-fe^riSi'±^x71-5 
tb^ L TO T<D ^ (7 J: 9 W tti L fc 0 

lf#^(%)=100(X-B)/(I-B) 
I: InM DHT ^^PLf^^<Z)(MMTV^>7x7-t*^1*.)/(SV40/l'->7x7---t'^'|4) 
B:M^g7?7)(MMTV^v'7i7-t7^)/(SV40^77x7-t7£-t4) 
X:^^f^{bc¥^^^rJL7c^^^(MMTV^y7x7"t7St4)/(SV40/Vy7x7 

b) T^Kn^VS^f*(7Mi~5$s^fg'l4^W]ff!lJf1=ffl7jW'fffi (antagonist ffMB) 
CHO/MMTV ^^Mfe^#4tt:Jb7j;rj« CHO/SV40 ^ W 

*L 96well »J#ilffl/77.77'V — He: 1 X 10 4 {«#, 6—8 B#P«(7 DHT(H^S 

ojriM)^|^0#(7«i37j{h:^j^?«L/7, it^mfchu is nn^c: i% hyh>-x*5j;t>' 

10% j/y-fen— /^fati^'iffi 20 /i 1 ^JP^fMcI^^U 0.47mM /l->77x.y>^t^ 
jv-yy^~ if SfSi* 100 // l&rAPx:, /7^7^— ^rfflv ^T^Ttfi^J^L, rti76£r 
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7>Kny>Sf*l^ MMTV-LTR te^fiHfcfb*5.fct*, ^MW^ SV40 y^n 

^mwii^m^^m^mtnui^v^ o.3nM dht {cj^^^^S'ie^f^ 

PIS ^(%)= 1 00(1' -X ' )/(F -B) 
F:0.3nM DHT (^^ts/JPL/i^^(73(MMTV^y7x7-t'^t^)/(SV40^y7i7-t'f&t4) 
B:^^S7:V^(MMTV/l-y7a7-t'7i§t4)/(SV40/P->7x7-t7&ti) 
X'^BP/l^^Jt 0.3nM DHT ^P^^^jPL/7iS^7)(MMTV^y7x7-t''S 
i!0/(SV40/Vy7x7-t"f£t^) 

-LBEa) &t/b) (7 «£ v * #> ^ :.7a mitiWJO) m'tfrU 



1 





b) antagonist f^ffi 
IC S o(nM) 


a) agonist f^ffl 
10 ii MmMiW^WM^- (%) 




0.87 


1.9 




0.56 


0.5 


H«>J42 


0.75 


1.4 


HMl{?>j72 


0.71 


0.4 




1.9 


0.3 


Bicalutamide 


0.88 


18.9 



2 . ^j^^jy ho)^7, h7^v ^wm fiu vr SfiftJi^n (7x^3 ftjffij n i : i 

3 ®i769//$ti Wistar^y h^f^ 72 Bf ^.t^^Pt'^^^h^n^^ £1/47 »J 

^^j^^H#(7i h nils 0 mmm-^u-z. 0 n/^s^ 6 B#p B m Mijituirjj&wtEtt&r 

7ot' J t7ir7;MTnyft 5% ^yV— /^^tf^^l-^^L^Mfcfi lKg fefct) 
0.5mg ^TS^Lfc, *l^fb£-#Jr± 0.5% ^f/Vt/l'O -**§i£l3R»Li|£ 1-1 K^-L 
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WftW%)=100(B-A)/(B-C) 

b : m m m <d jji \m m ± m m. m a 
c : m m g a¥ hi#j m & n§ s n a 





m^mm^mnmm (%) 

(I0mg/kg p.o.) 




79 




79 



fitt^tx-, f^x^»¥<± tiBU#^%it±rfisi^wm^(^crsi:^^^±^7)\ ii 

^P^4©t^iAl S ^90. Ol — lOOOmgg^E, & fr ;: ::(). 1 — lOOmg, #1P 

^m^mm, m^mm, 7±^t , tKn^^ntvut/^^, $c 

^nz. m#ji± tsi^ot, xmmxmxMix^xmmm, inx^xxvxm^x 
te&itlYM, xx^x^mxnx^x^^m^^j^mwmM^^iLx^ ^rtsv \ 
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-/v-^tfo ^mj^j j^w^mpi^j , mmn\ <o& mmm , -w^m , 

p &$-(Dfr&o) : &fft%\\bLxi% mm^M^xm^^mmm, mmm, %m 
wt&&-tz>z M^mwM, mmmtLx\% m£\*&&mMm&&xf±m&i&7kfc 

^sfo& = ^^^ffi^tt^'bf-l^^'J, SP#J, ?Utm £^#J(mtf, 
m o) m it m mmxmm^xmm-'^thx^^, 

|g W £ HM>1^ fcfe 7>fll & GOff^ 

/t-T^2. 23g, p-TZ/P^-nT^^— /V^/^— /U^nyKl. 95g£:III#:$j§TLfct&, T/I^ 
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#%fyy 




###Jl - 2 


2- (4-"7;W.^-rJ^<>yV^T5;y) -■ 2-y ; f-^74:-'yNyg5i^^-yU 


###11-3 


2- (2-^h^^<>-yV^7'5;7) - ^-y^^^n/^yi'gy^/b 


###<Jl-4 


2- (4-y-/'y^yyV/i-'T5;y) -2-y^/uy°o-"^y|Sy-^^ 


#%#iJl-5 


2— (4— hyyvw^ny^jyp^yy'-y^x^y) — 2— yyyuy° u^yify^-^ 




2- (4-7/^P7i- /yx/Wj^yVT^y) -2-y-J-/^"7°i-'/Ny|ty^ : -^ 


##^Jl-7 


2- (4--FrJ7i-/l^^^-;V75:y) - 2-^^y°o/N>gt^9 : -^ 


###Jl-8 


2— (4-/<h^y7.xr-;uxy^- ^ryy) -2-y^-'i/y°rj^^ySt/ : f 1 "^ 


##^Jl-9 


3— (4 — yyl^^uyrii^/U^N/l//jN^;W7''^y) y°t- , - / ^ygj?y ; 7-'^ 




3— (4-y^^i^y.:t=.;ix^yw;^-;uy^y)y"y^^yy-yu 


#%^Jl-ll 


-j _ ( 4 _ 7;uto7x-/l/7s/l/;J^;l'7^y) V 7 r-'y°u 1^71^7; /i^KyliyyvL- ■ 


12 


i-(4-7/^r><>yy'ny)y y u tvj t° ; w; ^ ^> @£y y- ^ 


#%f/Jl- 13 


1 - (4-y/W^o7rcriyU^;U7jN^;by^/)y'yt-'-<y^^^^;Ky'ISy^^ 


###ijl — 14 


1— (4— y ;W2TrJ^>y y >\/ r^J)^ / J\i'^>~) >VTJ /^^^w&^-T >^ 






#%^Jl- 16 


i — (4— y/i/^n--<yyv^y?y)iyyn'--- : y"y^/i^^'y6iy^^ 


##^ljl- 17 


4 - (4 - y /Vtn^yyy ;WT$ 7 ) -r I-y h Fn t°y y - 4 - 13 n^Ky M7 


#%il-18 


3- (4-y^rj^^yy^y^y) -2.2,3- hyy^uy^ygj^yf-^ 



2- (4-7/y^-n7 3 in/yys/y7jN^/yr^y)y^ygt 

2— (4-7 7 ;y^in7^^;y^/y7^^/yTyy)77' > y'^iity9 : -/^2. 73g^yy 7 y—/^40miiy 









#%jfd2-2 


2- [ (4-y^^oy^^y^yv^— ^)y^^y5y]y°o^^y|t 


#%0ij2-3 


2- (4-7y*n^yyyy7^y) -2- y^-^y°n/-?y|g 


###12-4 


2- (2-yh^y-<yyV^y5;y) -2-y^y°p^^ya$ 


#%0!l2-5 


2- (4--yTy^yyV^T?y) -2-yyyby°n/ <>m 


#%f(j2-6 


2 - ( 4 - h y y ^.^-n y f- ;w<y yy y ) - 2 - y ^ /uy°u/ <>- m. 


#%#|2-7 


2— (4-y^^rjy^.r=-;Wx;U7yn^T5;7) — 2 — yf- /U^r-'.yySg 


##1^2-8 


2- (4-— hoy^^/yx/wj^/wryy) -2-y^^y°o/^yM 


###ij2-9 


2- (4-yh^-v-y3i— /yx/w^^^T5:y)-2-yy-/uy°u/^yit 


##$ij2 — 10 


2 - (N--<yv ? /w^^>'~4-y/u^rj^vXT=;K)-2-yy) : -^y 0 a^^yll 


##^J2-11 


3- (4-y/w^-ny^^/i'y^7j^ywy5y)y 0 o/^>'K 


##0!|2-12- 


3- (4- 7;uto7sn;^^^^^75;y ) yy?;y8? 


#%0»j2-13 


1— (4 — y/U^ay^i^.yL'XyU^riyl-T5;y)i/yrjy 0 cityL'y7 7U'^Vlg 
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14 


1 — 


(4- 


y/l^cr^y 






15 


1 - 


(4- 








16 


1 — 


(4- 


y/i/4~ri^<y 


-yy y -y) v^<7i j^-^^- i 7-;U7J/'W/j^^6g 




17 


1- 


(4- 


7/^o7i 


n. ; 1^ / U ^ ; U T 5 / ) v" 7 u ^ -V -> / ^ 7J / U ^ > Bl 


##FiJ2- 


18 


1 - 


(4- 


y;Uxj~n-<> 


yyy^Tyy ) -yy u -y ^7j /w^vi£ 




4- 


(4- 


y /y4~rj-<y 


- yy r ? y ) y- by t k d y y y - 4 - ?j /utf y bs 


*%^|J2- 


20 


3- 


(4- 




y y t ? / ) -2.2.3 - h y y y- /v7'7> i£ 



2 - [ ( 4 - -7 /y ^~ n y rx. ^ /y ; v 7^ /y ) y yy / y r y y ] / < > 7" > v 

2 — (4 — 7 7 /y^py'rx.^/yy./y7^^/yr5y)y' : n/^7/^yy^/y5oomg^-N, n— ^yy^/y 

rt> fSfcttefc^/ws omi -e#^L, ?i tk 5 omi T"?5t^L /y , m-A^m^'/^-y'y^ % 

#%^J4-1 

2--<y-v ; /y^r'^-y/7t;/y^^/y7'5;y-N- (4 ~ yyy - 3 - hyy/btn^f y y y ) 

7'aysy-ryK 

2^-<y-y^/y^^y-^/y/K^/yT5y"7 : n/s>fi($6. 69g£N, N — v^^/UTi?KT5K70 
mlO)iE^m&, -20°C(Cl^i|JL7c^, ^^/yyn'JK.'y 93g«TL7c = T/^V#m 

xiT, iHMSTiB^^iSl^Lfc^, 4-Tyy-2-hyy/y^ny9 : -/y-<>y^H;/y5. 58g 
zK200miy??5fe#L , jg iy^ig7K2oomiyr2 |Rii5trf>L/ctt , MyK^M^^^ v"?A-eKiL 

^-^^ (7: 3)f§[±l^J:^fe^H H s^/c c -(^fe^^^it^^-^^S^^iL, 







#%jjij4-2 


2 - -<y -y/u^-=y -y 7j /m^u-t^ /-n-(4- yr/ - 3 - hv y /utryy 

7ix/W) 7y^yn/A>7-!JK 


##0ij4-3 


2 - -<y yyi^^-y 77 /uvK— ^ r 5 y - n - ( 4 - yy y - 3 - hy y /y^n y 7 >v 

7i^^)-3~-7h^y7°n/^V7S;H' 
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a-^^yyi^h^y-* /u^^/wr^y -n- (4™ yr;- 3 - hy^/u^-p^/v- 


#%^lj4-5 


2 - Ty /Vxtf— / y - N - (3, 4'-yy-7/7.x=/V) -3-yy-4- 




i - ^vvvi^vvtj ;upj?^/wy5;y - n - (4- yy J- 3 - hy "7 /u-Td-uy^r-zu 
7i^^)y^tJ7y/yj k 



2- (N-^^y^^yy^/y^/^r^y) -2-^^^^ 
iN7KSt{b^]-y^^7K^r-S56mi(r., tK^t, 2~r^y-2-y^/y^n/N>gt5. 79g^ 

^Pyi, §tV^T, -<>y?/V^v-^;/^7jf^/yyt3iJKi2. 45g<>lN7M£{b^y^A7k^tfl{75 
ml^tv^^lfil^^^-CMTt, g£^1?3ll^^a^L/y n ^MWt 1 oomiy)^ —7- /i- 

&mm^^~^^yu^mm^m-^MiL, mm^ommit^ms. ^g&nty 

4' -yyy-3' -hyy^^ny^/^hy^/^nTirhr— yy 
4 — r^y — 2 — ]-y y /y^-ny^/i.--<>y^ iyy /ys. oog^y n n*/uA20mi f7i£jWL , ffi 
7Khy^/y^n|^t5. 31ml^P^L^S.{3lT30^»^L-/c o *)rWL;fc*Na«:*S*U ^pp 

^/yyx^^rf^ LSI { ^ 3 . 9 3 g ^#/c c 
4-y^-/^ryy-2-]-y^/y^-ny^/i^<yy^hy^ 

yKmit-ThV^-^o. 22g^N, N-^y^/^yu^r^KiomH^r^L, ±ffi4 ' -yr J 
-3' -hyy/^ny^/H-yy/y^nrirlyr^yKi. 4 1 g^jxi ;i 7k /"trr 3 o^Jf £rL/y :: ix 

^M^S^fby^/yO. 62ml^Jpy24H#^60°C-Ctf#^, S^^?S(-7K^Tt&?P^^ 

yj y ^ atk^m 1 omieoi m m.mx~ 1 0^«L/y c ix^^ii^^y somi-ew^ , 

||}g7k50mlT2©»L, M7K«^^y-^^yr^#L/c 0 «)±Tiy M^ifeL/yfjy 

mm^mo. 63 g ^#/c = 

2- (^^/y^v^r^y) -2-y^/yy 7= ny^y-gt^ 7 7-/y 
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N, N-^^/^/^T^!^Ht20ml(^vKMlt^y7A3. 3g^Px., 120 £ CT*10n$F ^ 

hvv^xfmu-., mm%uj±T^w£:L, m^^^^^fj^^^v'/yx^—^x 
mmL, ^^>-mm^^uo:i)^m^xwvt^tLxmmit^o. 33 g &n-x 

2- (-<>i/^^^r$/) -2-^/^13/^^31^/1/ 0.85 g O^Viy^W-W 10 ml i I 

A-~7)\sJrv<^/y{fvVxiW 0.68 g ^Bi, 10 ^[M^US^t/-;:, S)S?§*l££:i$EET^ 

#J 0.95 g £r#fc D 
#%0iJlO-l 

2 — T^y — N— (4-y7/-3- F^/l/to/f /b7in/l')7n/' i ;>7=;K 

$14 - 1 Tr-^/$L /c2 - yy^^y-y #/wjy^ ^r-;y - n - (4 - y r / - 3 - iy 

t, ^yy^/i/^/^y^KTBOmg, ^yy^7^y^y^y-^^"^^fB{$6()()mg^,iii7^^py, 
T/^-v#HyxT, ^?M'LTy3Ei#ttjWL/cm, gSfp^^y^^-y^7Xl#lSiomi^py 
to ^(-^^-i?3oy>t*#L/cift, /K/yT, pHiot^s^yN/jcg^fb^hyy^/Xt^^ 
arx., g^s^^/^somi-cstuttmL, iimm&M7kmm^y^^^xM')MiU-^ mi±T 

&%H£kcnmm<t&M i89m g ^#/y 
2-r5y-2-yy-/v-y 0 nyyryii$277mg?rN, N-yyyvw^i-y^iyBmif^j^u 

-lOiCtdT^^^cyKO. 2O6ml^P^l^]Si^T10#rpS1}t#L/c o ^4-7^- 

2-hvy ^ /v^yyy hy jv^mx. , ^s.*-e t& * & a* ^2 si^l /y 
s^§M(-7K^ox. . g^s^y-^'Ci'ife^m ^ i s^7j<siMby- hy y .y/Ki^-yy /u#y t4 y 
l/c= «L/c^;K^^w^y-/i-y:-ttyiL, ^/K^st-yhyT/yi^y^L/c, 
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- y y y — ^ ( 9 7 : 3 ) ^ ffi £B «t "9 mffiikG-W 4 OOmgSr M yft £ L T#/~ , JE ( 

^/v-^^^ig^^H^m^^t:^^^^ :~ l-.-,v. :yjy 

# % #i i o - 1 1 m m i - w r co # & ^ l /c :: 

2-T5;y-N- ^-yvv-s-iyyy/i^nyy^yzc^/y) — 2— ^/i^p/^t^k 

n- (4- v-ry -3 - hy^/^py 9^7^=- -s^y^/^ny^r^K^stife 
##fmi-i 

2— r^y— n— (3, 4-yyry7i^/i') -2-y^/yy'w-^r^R 

(1) 2-^^v ? 7>^-^rv'^7/^— /^r5y-2~y^/yy o n/s>i$30g^N, N-y>V^/^Tir 
hT^Kl30ml^^-^wt^, -2()°C(^^iPL/c^, ^-^/V^uVh'lO. 2ml^«TL/h !; 7 
/WV#H|^T, ^^-T'lBt^WL/cfl, 4-T5:y^n=MJ/H8. 2g£N, N-i7y 

(2) f#btx/ifel"n HH^y ^ ny y >1 OOml ^ : 0fifL, 7K^>T ^y^^/I/^y K25ml , Z^y 
^{b^y*^^/^— -7-/Htf*15ml^r|li»X., SfiT3 0 |tjf»L/cf£, JE(-, 
=f-;V7.;V~74 K2 5ml, Hy^Htvjyy |f -yTn^/Vm — yvl-#tf$15ml^JPx_, giafl 0 fHlff 

^pHlO(^/£5«lN7KS^^-hyy^»x./ctI > ^Sgni^/w^JfcmLfcc SET!: 
^4. 7g£#fc = 

##f?iji i - i trnm^m r«##i^L 

##^iJll-2 

2 — T^y — 2— (3, 4 -i/^T J~7 --z-^JVjj jW<^ IV) Tiry— h 
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#'##Jl2-l 

2-r^y-N~(4 - v-T y - 3 - hU -7 ^ 7 ^ ) - 3 - ^ h^r >--7' p / n > T 5; K 

2 - v 5 /^^ v^/Wj^/^T ?y - N - (4 - i/T / — 3 — HJ ^7x^/1^) 

4mi^px., pta-e 1 n'l^snti-r;': s/Sfcyyy— /wmi, 7X30mi^jni#y]i:i 
mn-mvz-itmM 

#=%#iJ12-2 

1- T^y-N- (4 
##0iJ12-3 

3- T^y-N- (4 

#%fyljl3 

2- 7*5y- (3, 4- 

#%f?ij 1 o-e#j$Lfc2 - r y y 77777^/77 5;y - n - (3 , 4 - yy7y7x^;i- ) 

-3-y^/K7y7^T5Kl. 88 & Rl^^M^30mgO)Thv^\-^V>Mm^Thy-^^hV'7 
xn/l,7^77^7A7y^Al. 66g^JP^T/^>^^TlO0tf H ^Pf?Ailr^L/7 = Rj&ift 

y#yv7#^yp-^h-y^7 7 7— txtlL, yan^/^-y^y— /7(95:5, vyv)f 

##f?'Jl4 

1 — ^^v77;^:^77/77jf:x/7 — n— {A — i^T J — 3 — Y { )-7 7^x2^ 7V7 -jl^-7V) —2 
\ — ^>Z/7l'^^y^7Vif,~7V — 2 — ^)\s~Z7 z viy^'Z. 2g£rl, 2~y^nnx^710ml 
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3 — hy7 , /7yrpyy^/77'^^77) —2, 2— yyy^T/p^v 
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ml, ^@7k50mlW;H^»U ^/X^St^^^y- Af^Lfc a gU3ZT{-«£ 
#%0ijl5-l 

[ 4 _ ( 4 _ -7 /v^-n^yyV ;v)T^ K] ^ y n — ^ /i^Vg£ 

4-T5:/v'^o^de^^/>^V^(cis &7J? trans VyUS'tyj) 1. 43g£rl$L;£7kg£'ft:-M- 
/WnyRi • 59gc^7^t:Rn:7^fg#£ (5ml) ^/K^TrrSTU Mic:T2^P B TO^L-/--, 

1 - (4 — -y/ix^-n^^yV/^) T if — 3 — # /M"V|S£ 



Ref.Ex.:#%«^- 
DATA 

NMR :#;?lfl4tRi|^^<yh/b 
<#{d^lEL*V>PSt), DMSO-d 6 , 
TMS rt§W^ipT?PjAE) 
mp : |$,<^ 

g-3 



AcOEt:!^^^ 
Hex :-^r-R> 
EtOH :--nyy — ;b 
(Et) 2 0 : l/^7\s^—T^ 
1,2-diCl-Et: 1, 



Ref.Ex 


DATA 


1-1 


NMR: 6 :0.77(3H,t,J=7.3Hz),1. 40-1. 66(2H,m), 3.40-3. 64(1 H,m),3.68(3H,s), 7.28-7.47 
(2H,m), 7-77-7. 92(2H,m), 8. 15(1H,d,J=8.8Hz) 


1-2 


NMR(CDCI 3 ,TMS internal standard) 

6 :1, 68(6H,s),3.79(3H,s),6. 77(1 H,br),7.00-7.19(2H,m),7.71 -7.87 (2H,m) 


1-3 


NMR(CDCI 3> TMS internal standard) 

6 :1.65(6H,s),3.62(3H,s),4.00(3H,s),6.95-7.45(3H,m), 8.20-8. 49(2H,m) 
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Ref.Ex 


DATA 


1-4 


NMR: 6 :1 .46(6H,s),3.58(3H,s),7.90-8.03(4H,m),8.72(1 H,s) 


1-5 


NMR: 6 :1 .48(6H,s),3.60(3H,s),7. 73-8.1 0(4H,m),8.85(1 H,s) 


1 K 

I -D 


WMRimn TM'i intprnal =;tanrlarrll 

IN IVI n l w L/wl 3 , 1 IVIO II lltil 1 1C*[ OICII IUCII U/ 

6 :1 .39(6H,s),3.58(3H,s),5.43(1 H,s), 7.08-7. 16(2H,m), 7.85-8. 85(2H,m) 


1 -7 


NMRfODO TMS intprnal <?tanrlarril 

1 N IVI 1 l y L/V-'lg ,1 IVI w II 1 LCI 1 1 Ol O LC4I IUCII VJJ 

6 :1 .48(6H,s),3.71(3H,s),5.63(1H,br),8.02-8.12(2H,m),8.31-8.40(2H,m) 


1-8 


NMR(CDCI 3 ,TMS internal standard) 

f S -1 44(RH si 3 fifi(3H si 3 Rfi(3H si 5 27HH brl 6 90-7 00(2H ml 7 56-7 86 (2H m) 




NMR^nnni TMS intprnal stanriarril 

1 N IVI fi ^ > ' \—J S ' 1 , 1 IVI w 1 1 1 LC 1 1 ICtl O Id 1 1 H 0 1 KA J 

6 :2.55-2.64(2H, m), 3. 1 2-3.34(2H,m),3.69(3H,s),7. 18-7.31 (3H,m),7.81 -7.85 (2H,m} 




NMRfOnO TMS intprnal stanriarril 

1 N IVI 1 I ^ \~J LV v-/ Irj ,1 IVI w II 1 LC 1 1 (C4l O LCt 1 1 U CI 1 \J ) 

6 :1.19(3H,d,J=6.8Hz),2.53(2H,d,J=5.5Hz),3.62-3.90(4H,m),5.37-5.45(1H,m), 7.11- 

7 21 (2H m) 7 79-7 95(2H m) 


1-1 1 


NMR: 6 :1 .15-1 .32(4H,m),3.31 (3H,s),7.32-7.52(2H,m),7.73-7.89(2H,m), 8.78(1 H,s) 


1-12 


NMR: 6 :1 .07-1 .28(2H,m),1 .35-1 .55(2H,m),3.60(3H,s),7.20-7.40(2H,m),7.85-8.01 
(2H ml 9 08(1 H brl 


1-13 


NMR: 6 :1 .40-1 .57(4H,m),1 .80-2.02(4H,m),3.45(3H,s),7.31 -7.51 (2H,m),7.40-7.90 
(2H, m), 8.25(1 H,s) 


1-14 


NMR: 6 :1 .55-2.25(8H,m),3.58(3H,s),7.19-7.39(2H,m),7.85-8.01 (2H,m), 8.66(1 H,s) 


1-15 


NMR: 6 :1 .15-1 .40(6H,m),1 .65-1 .88(4H,m),3.39(3H,s),7.30-7.51 (2H,m),7.74-7.90 
(2H, m), 8.08(1 H,S) 




NMR- (S -1 sfiMnH ml T "SRfTH si 7 1 R-7 ^Q/?H ml 7 R^-7 QR/PH ml R ?R(1H si 


1-17 


NMR: 6 :1 .97-2.1 0(4H,m),3.58-3.76(7H,m),7.27-7.35(2H,m), 7. 90-7.98(2H,m), 

d fii/i |_| hrl 
O.OH-^ i n,ui / 


1-18 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 ,29(3H,t,J=7.5Hz),1.30(6H,s),1.54(6H,s),4.21(2H,q,J = 7.5Hz),7.10(2H,t,J=8.6Hz), 

7 71/iu hrt 7 R1 f?H rlrl I— R 4 R RH7 1 


2-1 


NMR: 6 :0.77(3H, t,J=7.3Hz),1. 40-1. 66(2H,m),3. 42-3. 66(1 H,m), 7.29-7. 49 (2H,m), 

7 77-7 Q9(9H ml R 1 RC1 H rl l-R RH7I 


2-2 


NMR(CDCI 3 ,TMS internal standard) 

(S '1 TQHH rl .1-7 ? 84HH si 4 RS-4 RQM H ml 7 07-7 P71PH rrO 7 7R-7 9? 
(2H,m) 


2-3 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 .68(6H,s),7.00-7.33(3H,m),7.73-7.89(2H,m) 


2-4 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 .69(6H,s),4.01 (3H,s),6.95-7.52(3H,m),8.20-8.51 (2H,m) 


2-5 


NMR: 6 :1.46(6H,s),7.92-8.05(4H,m),8. 70(1 H,s), 12. 25(1 H,br) 


2-6 


NMR: 6 :1 .48(6H,s), 7. 79-8.1 1 (4H,m),8.87(1 H,s),12.23(1H,br) 


2-7 


6 :1 .68(6H,s), 5.05(1 H,s), 7. 05-7. 14(2H,m), 7. 66-7. 77(2H,m) 


2-8 


NMR(CDCI 3 ,TMS internal standard) 

iS 1 c ;'^^RH ^ ^ 44? 1 H R fH-R 1 9??H RT1-R 41 {OVA m\ 


2-9 


NMR(CDCI 3 ,TMS internal standard) 

(S 1 4TfRH ql ^ 74HH ^ "^0(1 H hrt fi 8Q-7 D1 f?H ml 7 ^7-7 Rf)??H ml 


2-10 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 ,76(6H,s),4.74(2H,br),6.95(2H,dd,J=1 .8Hz,7.7Hz),7.08(2H,t,J=8.7Hz),7.24-7.35 
(3H m) 7 78-7 84(2H m) 


2-11 


NMR(CDCI 3 ,TMS internal standard) 

6 :2.58-2.69(2H,m),3.12-3.33(2H,m),7.20-7.29(3H,m),7.81-7.87(2H,m) 


2-12 


NMR(CDCI 3 ,TMS internal standard) 

6 :1.19(3H,d,J=6.8Hz),2.53(2H,d,J=5.5Hz),3.59-3.88(1H,m), 5. 37-5.46(1 H,m), 7.09- 
7.27(2H,m),7.83-7.99(2H,m) 
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Rpf Fx 


DATA 


2-13 


NMR: 6 :1.10-1.42(4H,m),7.32-7.52(2H,m),7.73-7.89(2H,m),8.61(1H,s), 1 2.28(1 H,br) 


2-14 


NMR: b :1 .01-1 .20(2H,m),1 .27-1 ,49(2H,m),7.1 5-7.45(2H,m),7.85-8.08(2H,m), 
8.98(1 H,br), 1 2.37(1 H,br) 


2-15 


NMR: b :1. 20-2. 05(8H,m),7.29-7.50(2H,m),7.75-7.90(2H,m), 8.05(1 H,s), 1 2.42(1 H,br) 


2-16 


NMR: b :1 .55-2.25(8H,m),7.1 8-7.40(2H,m),7.84-8.01 (2H,m),8.51 (1 H,s), 12.12(1 H,br) 


9-1 7 


NMR- <S -0 95-1 95(1 OH m) 7 27-7 50(2H m) 7 81-7 92(3H ml 1 2 38(1 H br) 


2-18 


NMR: b :1. 25-2. 35(10H,m), 7.15-7. 42(2H,m), 7. 80-8. 00(2H,m), 8. 24(1 H,s) 


2-19 


NMR: 6 :1.90-2.12(4H,m),3.57-3.77(4H,m),7.27-7.35(2H,m),7.90-7.98(2H ! m), 8.52 
(1 H,br),12.v37(1 n,ur) 


2-20 


NMR(CDCI 3 ,TMS internal standard) 

8 :1 .33(6H,s),1 .58(6H,s),7.07(2H,t,J=8.6Hz),7.40(1 H,br),7.81 (2H,dd, J=5.1 ,8.6Hz) 


3 


kill r-\ / /~\ f--\ / — » | -I- »«0 ! n-tn >>*~m 1 n+nn/Jn \ 

NMR(CDCI 3 ,TMb internal standard) 

6 :1.38(3H,d,J=7.3Hz),2.84(3H,s),3.56(3H,s), 4.65-4. 89(1 H,m) 7.08-7. 29 (2H,m), 
/ . / o- f . y i n , m ) 


4-1 


NMR(CDCI 3 ,TMS internal standard) 

rS • 1 47 H I -7 nH7l d ^9-4. 4RI1 H R 1 7f?H <;\ ^ P^MH d I -7 flH7l 7 Ti fnH s\ 
k> . I . H / ion,Li,vJ — / .unt.j ,h.ul t.ho^ I n,i mj , j. i / ^n,oj,j.LJi i in , u ,u — / . w nz.^ f / .jj 

7.75-7. 77(2H,m),7. 92(1 H,br),9.06(1 H,br) 




Kllt/in- A *1 A1 (f\\A d\ ^ m f9H c\ 7 9fl 7 *3RfRH m\ 7 RQM M R fl7M H 
iNlVlrl. <> . I .H- I (Dn,bJ ,O.U I [crljbl, / ,c.O~ I .OOpn,!!!/, / .oy[ I n , , O.U / ^ i n,u, 

J=8.8Hz), 8.20(1 H,d,J=8.8Hz),8.33(1 H,s),1 0.34^1 H,s) 


4-3 


NMR: 6 :3.27(3H,s),3.34-3.64(2H,m),4. 35-4.46(1 H,m),5. 00-5.1 0(2H,m),7.30- 
7.39(5H,m), 7.76-7.82(1 H,m), 8. 01 -8. 14(2H,m), 8.28-8.32(1 H,m),1 0.91 (1H,br) 


4-4 


NMR. o .1 .1 y(on,s),oy/-o.o2(^n,m),4.Mo(^n,s)/yb-/.Jo(bn l m),o.Uo /(^n,m), 

O Ofi Q l_J r«\ 

o.ou-cs.oo^i n,m; 


4-5 


NMR: 6 :0.85-0.95(6H,m),1 .99-2.09(1 H,m),3.99(1 H,t,J=7.8Hz), 4.47-4.51 (2H,m),5.1 6- 
o./d^H 1 n,m),b.ii/-o.oC3(1 n, m ) ,0.00-0. y / (1 n,mj , / ,o4(l n,Q, 

J=7.8Hz), 7.99(1 H,dd,J=1 .4,6.3Hz),8.07(1 H,d,J=6.3Hz),8.31 (1 H,d,J=1 .4Hz),1 0.86(1 H 
hh 

,UI j 


4-6 


NMR: 6 :1.60-2.90(6H,m),5.02{2H,s),7. 10-7. 50(5H,m),7. 95-8.40 (4H,m), 1 0.24(1 H,br) 


5 


NMR(CDCI 3 ,TMS internal standard) 

0 . i .0 / [Dn^jiO. i u ^n,o^ ,j,ou( 1 n,ui ^ , / .oh (on ,oj, lu.M-^i^injUrj 


6 


NMR(CDCI 3 ,TMS internal standard) 

6 :7. 28(1 H,d,J=7.8Hz), 7.87(1 H,dd,J = 1 .5,7.8Hz),8.46(1 H,d,J = 1 .5Hz) 


7 


NMH(uuol 3l I Mo internal stanaaru) 

b :2.93(3H, d,J=5.2Hz), 4.68(1 H,br),6.68(1 H,dd,J=2.4,8.6Hz),6.84(1 H,d,J=2.4Hz),7.41 
(1H,d,J=8.6Hz) 


8 


NMr\(UUL/i 3 , 1 Mo intGrnai sianaaraj 

/ ■ yvj i i , 1 1 1 1 


9 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 .29(3H,t,J=7.0Hz),1 .72(6H,s),4.24(2H,q,J=7.0Hz),4.66(2H,br),6.95(2H,d,J=7.7Hz 
),7.07(2H,t,J=8.7Hz),7.26-7.34(3H,m),7.73-7.77(2H,m) 


10-1 


mp: 79-80°C 


10-2 


mp: 1 16-1 17°C(AcOEt-Hex) 


1 0-3 


mp: 234-238°C (EtOH-(Et) 2 0) 


1 1-1 


NMR: 6 :1.32(6H,s),5.34(2H,br),8.06(1H,d,J=8.4Hz),8.21(1H,dd, J=2.1 ,8.4Hz),8.44 
(1H,d,J=2.1Hz) 


11-2 


NMR: 6 :1 .99(3H,s),3.67(1 H,t,J=5.5Hz),4.1 8 (2H,d,J=5.5Hz) 5.05(2H,br), 7.95-8.20 
(2H,m), 8.30-8.45(1 H,m) 


12-1 


NMR 


5 :3.26(3H, s),3.32-3.62(3H,m), 4. 97(2H,br), 8.07-8. 15(2H,m), 8.38-8.41 (1H,m) 


12-2 


NMR 


6 :1 .55-2.70(6H,m),5.31 (3H,br), 8.00-8. 55(3H,m) 


12-3 


NMR 


8 :1.14(6H,s),2.75(2H,s),3.31 (1H,br), 5. 34(2H,br),7.96-8.10(2H,m), 8.27-8.30 
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Ret. Ex 


DATA 




(1H,m) 


13 


NMR(CDCI 3 ,TIVlb internal standard), o ,u.oo(dn,d,j=o.onz), i .u/ (oi-i.a, 
J=7.0Hz),2.41-2.53(1H,m),3.43(1H,d,J=3.3Hz),7.73(1H,d,J=8.8Hz),7.94 


14 


NMR: 5 :1. 51 (1.5H,s),1. 53(1 .5H,s),1.86-2.04(3H,m),2.1 3-2.23(1 H,m),3.51 -3.62 
(1H,m),3.67-3.80(1H,m),4.88(0.5H,d,J=12.6Hz),5.07(1H,s),5.13 (0.5H,d, J=12.6Hz), 
7. 02-7. 18(2.5H,m), 7.27-7. 40(2. 5H,m),8.03-8.30(3H,m), 10.01 (1H,s) 


15-1 


NMR: 6 :1.30-2.50(9H, m), 3.10-3.50(1 H, m), 7.21 -7.36(2H, m), 7.87-8. 40(2H, m), 
8.1 4-8.28(1 H, m), 12.24(1 H, br) 


15-2 


NMR(CDCI 3 ,TMS internal standard): 6 : 3.46-6.60(1 H, m), 4.30-4. 60(4H, m), 7.06- 
7.18(2H, m), 7.61-7. 70(2H, m) 



mifcM i 

N— (4 — ->Ty~:J~hy7/l/tn/f-^7x^/I/) — 2— [ (^^/^X/P7j^/L^)T-^y]-7 n 

# %f?ij 1 0 - 1 T-^ J&L fc2 - T 5: / - N - (4 - ->T / - 3 - hy 7 /l^n ^ ^7x^ / W 
^n/s^r^l^SOmg^^nn^/bASmU^ffL, ?K^T, VV^^T^l lOmg, 
^/W^/^nyKl20mg^JPx., T/^V#llitlT, ^t&T?3n#fTO}$Lfc 0 Sl^^ 
nn^;^50ml 7tf,1 ; i.;^ , 1 NlMt 50ml , ISf P^iil/K 50ml T*Sfe#L , MvKljftgt'e^^ 

(Dmmit&W) 1 1 4mgSff#fcc 

H Jtf?'J 1 ^ IH^i^LT^»!l2 - 1 6£r^L/c ;; 

HIM 17 

N- (4-i/T/-3-hy7 / /l-^-n^^/l-7'^.^/V) -2- { .[ (4-7/l'to7i-/l')7;V^ 

fl?L, zk/frT, ■^ifU/^nyK470mg^TL7ii^, JWfi^N, N-^^/WjvWVT 
5K&JUP^L, ^S^lB^WLfco ^jiTi-W^g^b/'dl, -7-^tKP^^20ml 

4 — T^y — 2 — hy^/^n^/^^— hy/^580mg^^l:To^Px.fc:^, ni^L'Cniiv 
P^fjft^L/cio SlSwt^Sf^^^SOmlT^L/c^, lNiM$50ml, fSMW 7K5()ml, 
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81mg^#fc = 

mmn 1 7^ mm i^xmrnm 1 8 - 2 1 rs-i^" 7 

^ /7] 7 77} 77=2/ s>^^T7K 

N— (4~i/T /> — — s^ri^ — 2— { [ (4-7/^p7x^^)7.;1/;Jn 
^/b]T^7}7 = P^^^T5K6()0mg^lvl-^>'l()ml(C?§/ij?L, Lawessonf^iH290mg^JP 
tlTz, T/^V#H^T, 3 HlflMS^L/c^, SJ£^£^rftlTC^£PL, «J3E Ki7j£ 
£j£^@*L/7 0 art^>y7?47VWJ^7Ay7n-^h^^ — (-f-tL, g^^^/u-^-y-^ 

H»J 1 £ IlOtit i-LTllMi#ij23 , 7". 
HIM 2 5 

N— {1 — [ (4-777- 3 — hy^/t^n^/t^^^/P^/W^^/U] -1 — *=f- )Vzr.*$- 

2— (4 — 7'/l-'^-n-<^yV/^T7/) — 2 — 7^/77/ Ws^-^SOOmg^i^PP^VSOml 
(-^?t, zkf^T, hy7 7 ^^-777KX7^7'933mg, N-:/n^;*^W^K633mg3rlli& 
^>l:T-o^]^/!im, T/7^V#IStiT, P^T'2P#TO#Lfc = ^74-T77 -2- K7 
7/7^ny^/7^7-y'^hy/^872mg^^m-To;j[J7l ) ^S.-e3B#P H ^*#L7c, MjiT(0& 
^&@*Lfcf&, aS^y7J^7^^A7'n^h7'^7'7-(-#L, g^^^-^r^v 
(17: 3)^m^J: Wl^l^m/7o ^CDfe^HB^^^^^S^^L, ftt&^flltf)* 
S{b^Jl56mg^#/7 0 

^»j25t|Wl#(7Lm^^j26-33^^L/7 c 

HIM 6 5 

N- {l-[ (4~7T7-3-hy7 r /7^-n7^-/77'^^/7)7;^7/^^^/7] -1-7^/^^^ 
77} - 2-777^<7X7^K 
(1) 7 7 ^7/7T5;FS^5. OgCDT^PP^^^SOmH-, 7K7^T, hy^/W7^8. 27ml 
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777 7 7. 2 - 77 y^cS#&t^7K#J658mg^t#/c :: 

- 2 - 7777 : u/OT ^K20()mg7)77 P P777?£tf7 1 Oml . " Ltfi2 - 777 7^S#^^S 
m *L /7 : 7 7£«7y 7J7 2 /WJ777/ n -v 7777^- 7T|#IL , g^^/v - -^777 

N— (4 — 777— 3 — by7/77P7777:x.=/l7 —2 — [2— (4-7/^7x^^)7 
-777777] -2-77V77p7;/77;K 

(1) 4 — 7/^^-n7x=/l^^St 1 02mg«77Pn^7'yi$S5ml 7, tK^T , ^"^r"^ y 7 7 
pJJKO. 057ml^77^^;l:»N, N -^^f/U^^T 7K'77JII7^ l£«2lTOfft#L/- 
fJ7 iW i7 ^^itffi^lilLT, 4-777n7^777777pyK77f#/7 

(2) ##^!jlO-2T^j^Lfc2-rs:7-N - (4-777-3 - hy777r]37777;c= 
/V) — 2 — 77777^77^K770mg(7777nn777^K5m 

7k ^ T 7 f ii4 - 7 77" n 7 ^ = 7-7 7? 7 7 7 n y K c/J> 7 7 n n 7 7 7 5 ml £rfln 7_ , |WJ 7 1 . 
SBf-P^WLTiit 5lii!;iH{7lti 7- ix^^^(^7^^/^JP7^, CLtiSrg&fti 

Mi^X, jgev^-r, mmkiM.7k^m£, M7K«^7^77-77»Jl^^itL, MJ±T, 

£#/7 

N— { 1 — [ (4 — 777 — 3 — 1777 7ra77 77j=7) #77^7 — 1—777^7 
7} -2-tFn77*-<7X77K 

77l; ( 7-yill7 7,>i:K: /"2 - ( { 1 - [ (4 - 777 - 3 - 177 77fP 7777^=7) f.) 

— 1— 77^/^7/^}^/^^^7/^)7^=/^7ir7— hl50mg^777^7lmlia^' 
fl?L, lN7Kg^b7-by>77 1 7M§^3ml^JP7./cfI ! ^?IL^2B#r B W#L77 0 MHTt^-777 
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N- { 1 - [ (4 — ->Ty — 3 — \^)-7;V^rn^)V-7^.^JV) iV\ - 1 ^=j- jV^-^f- 

} - 8 - J V > # iVif^ ^ K 

KO. 114ml^I/^^fl:WN, N- ^R^7JP;t, zk/ftT, 30ftW:WLtz&, 
MEET, W^^^gbT, 8-^yy>^/wK-/^ny]^M^^r#--/c :: : 

(2)##f?>jio-2-e^^L/c2"-r^y-N- (4-^ry-3-MJ7/v^-p^/^^ 

SfcifMt, M : 7K^St^r^^^T^ll/i^^ijit, MEET, ^£©*L/cf£, mtt^>V 

^Jg^j68^P#(3lLT|lij£^!l69-78^^L 7c :j 

N — { l — [ (4-^77-3 -vyy/v-Jrv^jvy^^-iv) - \-^iv^-=f- 

;v) -4-t c yv J WJ/i-^lE5K 

77-/1/0. 18g, 1— (3 — v'^^T^y^ntv^) —3 — ^Ki£fi£ttO. 2 

5g^Hl7^Jn^7c G IWJS^, 2Bfr F Hf«^L/-di ) (4-^TJ-3~WJ-7/^ 
u^;vy^=^;v)-2-^;^ri7<yT^V0. 30g&M±, Wmr^Q^Wi, ^i-^E^tFn 

mu lafp^b^-hy^ATk^-e^^Lfctt, m*mm^?*^> i ?^-?&mu-c 0 meet 
^js^ij 7 9 1 m m i xmmn 8 o - 8 7 srg- j&Lfc = 
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2— [ (4 — i/7 7 — 3 — hy^/lx^-c2^^-/l^-7^^/b)yj/W^^-^f/b] —2— (2 — 7777rn--< 

(1)3 — Tir — 2 — -<>i//b^-^ri/^/^7K^/l/T^y7' ; n/ OI13 . 9g^N , N — XXX 
/VTi?bT5K30ml(^»U -20 :; Ci^ff>-£PL/ri^, W~/77nyKi. lml^iTLfc :: 

r^v#fflf(T, oc : : -i!i^i;i!!t:Mr: 4-r^7-8-by7/u^p7^/w<^y^hy 

UKO. 56ml, ky^/^T^O. 66ml^JI|l7^JIJ;t, itS"e2H#^ft^L/c ;j IxJ^^^^^P 

fiWzk&jto*-, il^il^^/nrttMiL/ifl:, o. i M7tc. g^pikft^hy^TKi^T^r^L 
n— { i — [ (4— 3 — i-y7/^n^^/^7^^/^)yj/w<^^/i^] — 2— tKpA-v^^ 

=X)V] -2-7^tn^<yXT^K 

2— [ (4 — i/TS — 3 — hy^/b^-i^^^-/^^^- /U-)^;/W^^e-f/b] —2— (2 — 
yX75K)^f/^ T _ fe"T" > — ho. 50g^7^7— /K5ml(^§^L, tK^T, f^P^SS^yy 7 -^ 

N— {1 — [ (4 — XT J — 3 — hy^/^^-ny^/UT 7 ^^/^)^;^^^/^] — i 
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2— y 77 — n— (4— i/T J — 3 — yy-yiv ^-n^/is-y^^- iv) — 2— 7^Ayyny>y75;K4 

30mg^rh7tKn77>5ml(^?L ) 7k #T, H;^^/^T5>260 /i J, 4-7h^y-<7 

yV^^y K3 1 omg^lti^JP^l, ^TXitVMWtW^Tdik, Tk&Mz-tc. K(^mx*5 
^St^L/ife, j^TI^&ltt&S^U a»@^@^^/^30mltl Nili^7K?§M^(-^E 
L, &&&&&& &Wt&&~}-hV'?J*fot&t&15ml, yj<15mlX2, R^^tK 1 5mll?$c# 
L, W^-l-yy^-effiL/co MJ±T(-f«?rlWi;-L/-dl:, afc^y^/u^v^n-eh 
/77^- (11^^^ : ^-7ry = i : i ) (crOW^t , ^b^r^^^K^^y^ntvu- 
rn— ^/u-^^/M^^ifBteU fy:^7 ; ^M^-:| l ffn7-- : ' fc9S*£iHl . ffife^ 

HAW 9 3 

4-7"n^- 2-^np-N-(l-[ (4-y7y-3-MJ7^7j-P^y7i^/l/)*^y 
4 - :/e^E— 2 - 7 a P^S#^520mg£rr- hytKnyy^l Oml (7?§fi|?L , >K/tT T^h^f* 

y/^nyi*230/i i, n, N-^^-^^/^AT^Ki^'SrHIMJ^L, -y^., ' : i yyil-Hify 

^7 b7tKn77>4ml (7^f^L , zK ftf2 - T y 7 - N - (4 - v- T 7 - 3 - 17 y /77r p 77 

y7x^y) -2-777777yy77540mg, 17^7/^777310/1 i^lfi^py, 507 v 

mmOml, i^P^7K30mlX27?»L, fij|^HJr> 77>^jgl7/7 Ml±T(^»S J 
77/7^, Brg^»^^-^-y^£v«B00U MiL^ f f9^S/ I g{bt7-#)572mg^ 
t#/7 

93 i: |^ i - L X H»J 94£rl77&l7/7 

N— { 1 — [ (4-v'7y-3-hy7/^n^;l/7x^)y'j;W^^l/]-l-^^ 
;y-4-tpn^y^7X7^K 

N— { 1 — [ (4—777-3- I77^7~t= 2 7777;i.=yy) TJ/WN^-y/P] - 1 — 77/y:n7 

77}-4-y]^y^<yxy7K340mg^y^yyynyKiomii^§fi?L,-78 c ct7TiMyL 
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7K 1 Oml^JP X. 5 frflkW U ^ & fc'^J* 60ml 7?4'EH t±i L /'c 0 fiW) ^fSf P C^lI^X * ^ KU £ U 
7K^S30mK7K30ml JMP^^-^St7jc^fg30ml X 2T*?!5fe#L MW^TY^ ^^fLW^tu 

<b^#J 1 3 9mg^#/7 c 

N - ^T-yyv^v- - N - { 1 - [ (4 - i/T/~ 3 - hV ~7 /u^ru ^ ivy ^iv) fj ;w<^e 
-f/y] - l-^f /!/xf^!-4-7/l/tn^yXr5K 

2— (4 — ^/l-^-p — N — -<^y/^y-<>^7^F) — 2 — ^A^wsvggo. TgiC.-^ 7 / 

pn^>-20ml^JPx, -10 K.c Cfii-;" : . -M^yyo. 48g^ / i>LToJpx/r :; - 

1 0°CT:~immMVlk , IrI Sit 7M - T 57 - 2 - lyU yvyyrpy^ /y-^yyx j.y /yo . 59gff 

-liTftlLfy ^f^-M^T^ (2 : 1) ^fflgp^^^^n/^^^^V^ntvb^ 
-tv>T* WLT^Ml^yt#JO. 6 lg^#7y 

N — {l — [ (4 — vvV — 3 — MJy7y^-py:^-/yy^^/y)^/yyN^7y] -i-^f;nf 
/y} - 4 - 7 /y^-p - N - 1 Kp ^y-<7X7 =: K 

^7V] — 1 — ^7V^.^-/V) -4-7 7 /^P^<^Xr^K0. Sg^^t^^l^T^^^^-^O. 15g 

0)^y^/ui0miayMWMm^l0%y<yiy^J^iM^0. 05g^jpx, ^i&"T?30#ratl# 
L/7 C ;<7^^mm&M£; y l£, 7K^Px, »^^ttftL7y ; 

N— (4 — ->T7~3 — I-!J7 7 7y^-p^ ; 7-7y> 7 ^.^/l-) — 2 — ^/1^ — 2 — (3 — y-^^/l-yU^ 
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# 1 0 — 2^#J&L fc2 - T ^ / - N - (4 - T^T 7 - 3 - HJ 7 /L^n 7^ 7 /I.) 
-2-^^7 : 'n/s;^-r5;K300mgWv ; ^nt3^^^ |j£ 1 Oml (31, /K /fr T , 7x^/Ky->7 
— 7659mg^JPx., ifyfLTM. 5Rt7^«L7:y ixi^^^i-, ISfPfiWTK, ^TlNit 

gt^p^, ^idr /••^ii^;Vib^usiu[ r^as^^M^^^^o^ifEiL, ami:: : > 

#J 20 5mg£r #-77, 



N— (4-y77-3-HJ7^tP^ ; f^7i^^) -2-7^^-2- (7^^>^T7K) 
7n/s>7^K 

ij 1 0 - 2Xfti&L /72 — 7*77 — N — (4-i/7/- 3 - hV 7 7^" ^"7^^ >V) 
~2^7<^/^^n/s>r5hM00mg^t i: yi7>-5ml{^f 1 J?L ) (7^^>-yV/^7^) lltg£34 
4mg, MJm^/i/T5^226mg^Px. ) ^UXllomWlMWLt^ SJfc^&2NfiSBfczR*§il£ 

> o) m&wm^j: v mi,^ L,mmit&yoG omg^n/7 
mtifoin 25tmMz lxmmm i oo - 1 04^^^ l Ty 

H«'J 1 r ^ W>J 1 05 - loyy-rrac! '•. 

^ W(|2 5 i P +1 |ILT»| 1 0 8&-£ J&L 77 c 

mmmitmm^Lxmmmii-m-i n^f&ux 

MMM 2 5 1 m m ( - L XMMM 1 1 2 - 1 2 2 L 77 c 
HJSi^J l i: (W] fit ( d L T ^i«J 1 2 3 - 1 2 9 j£ L7c = 
H#te#i]130 

N— (4-^Ty-3-hy7^/u^n^^/lx^^yV/^) -[4- (4-7'/^n^^yV/l-)T^ 
15-1 X^S^Lfz.14 - (4 - 7;^n^y/7^) T7K] y^ n^iz/i^/i^Vlg 

^rfflv^x, 0nmi4tmm<7^m%m\<^x5ifcRmk^m%ft^tz o mhtit-mMmm 

^yyyjy/^7A^nyf7 77^-tJ:9fflL, IfrSt^/^-^^y- (1 : l ) W £|U: "J 

1 30^ mmi^hx mmm 131 ^j^l/c,, 
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R 4 R 5 R 6 R 7 

i — - - 1 n 

Ex. V MS :«5>fHfi 

Me (i-P^Oiiz-Yy^ntVL-ai— Tvk 

Et MeOH )V 

Ac iT-tr^/L- i-PrOH :^V7Pa7- 



Benzyl -ch„— 



4 




Ex. 


R 1 


R 2 


R 9 


DATA 


1 


CF 3 


CN 


CH 3 


mp: 164-1 65 C 

NMR: 6 :1.37(3H,d,J=6.8Hz),2.94(3H,s), 4.01-4.17 
(1H,m)J.68(1H,d,J=8.0Hz),8.06(1H,dd,J=1.8,8.8Hz),8 
.1 2(1 H,d,J=8.8Hz), 8. 29(1 H,d,J=1.8Hz),1 0.80(1 H,s) 


2 


CF 3 


CN 




mp: 189-190 C(AcOEt-Hex) 

NMR: 6 :1 .21 (3H,d,J=6.8Hz), 3. 94-3.98(1 H,m), 7.46- 
7.54(3H,m),7.74-7.84(3H,m),8. 03-8.08 (2H,m), 8.32- 
8.33 (1H,m), 10.71 (1H,s) 


3 


CF 3 


CN 




mp: 1 78-1 79°C(AcOEt- Hex) 

NMR: 6 :1 .24(3H,d,J=7.0Hz), 3. 94-4. 00(1 H,m), 7.28- 
7.31 (2H,m),7.80-7.84(3H,m),8.04-8.08(2H,m), 8.37 
(1H,d,J=8.0Hz),10.71(1H,s) 


4 


CF 3 


CN 




mp: 179-1 80 C(AcOEt-Hex) 

NMR: & :1 .24(3H,d,J=6. 8Hz), 3.94-3. 99(1 H,m), 7. 42- 
7.53(2H, m), 7. 73-7.80(3H,m), 7.94-8.1 2(2H,m), 8.46 
(1H,d,J=8.4Hz),1 0.70(1 H,s) 


5 


CF 3 


CN 




mp: 170-171 c C(AcOEt-Hex) 

NMR: 6 :1 .24(3H, d,J=6.8Hz), 3.93-4.04(1 H,m), 7.63- 
7.69(4H,m),7.78(1 H,dd,J=1 .6,8.4Hz),8.04-8.09(2H,m), 
8.07(1 H,d,J=8.4Hz),8.46(1 H,d,J=8.8Hz), 10.69(1 H,s) 


6 


CF 3 


CN 


-a2>-cn 


mp: 183-184'C(AcOEt-Hex) 

NMR: <*> :1.25(3H,d,J=7.0Hz), 3. 98-4.05(1 H,m), 7.77 
(1 H, dd,J=2.0,8.2Hz), 7. 88-7.97(4H,m), 8.00(1 H,d, 
J=2.0Hz), 8.08(1 H,d,J=8. 8Hz), 8. 69(1 H,d,J=8.2Hz), 10. 
74(1 H,S) 
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Ex. 


R 1 


Ft 2 


R 9 


DATA 


7 


CF 3 


CN 




mp: 134-135 c 'C(AcOEt-Hex) 

NMR: 6 :1.27(3H,d,J=6.8Hz), 3. 99-4.07(1 H,m), 7.72 
(1 H,dd,J = 1 .2,8.8Hz),7.79(2H,d,J=8.0Hz),7.9b-o.Ub 
(4H, m), 8.66(1 H,d,J=8.8Hz), 1 0.73(1 H,s) 


8 


CF 3 


CN 


^L>" 0CF = 


mp: 1 11-112°C(AcOEt-Hex) 

NMR: 6 :1 .26(3H, d,J=6.8Hz), 3. 98-4.05(1 H,m), 7.41 
(2H,d,J=8.6Hz), 7.76(1 H,d,J=8.6Hz), 7.87-7.89(2H,m), 
8.06(2H,d,J=8.6Hz), 8.52(1 H,d,J=8.bHZ), 1 0.7b(1 H,S) 


9 


CF 3 


CN 




mp: 1 84-185 C(AcOEt-Hex) 

NMR: 6 :1.32(3H,d,J=7.2Hz),4.01-4.14(1H,m),7.07- 
7.1 2(1 H,m),7.41 -7.47(1 H,m),7.78-7.82(2H,m),8.03 
(1H,d,J=1.6Hz),8.08(1 H, d,J=8.6Hz), 8.67(1 H,d,J=8.6H 
z),1 0.77(1 H,s) 


10 


CF 3 


CN 




mp: 159-160°C(AcOEt-Hex) 

NMR: 6 :1.25(3H,d,J=7.6Hz), 3. 98-4.05(1 H,m), 7. 49 
(1 H,t,J=8.4Hz),7.54-7.56(1 H,m),7.70-7.78(2H,m), 7.79 
(1H,dd,J = 1.8,8.4Hz),8.03(1H,d,J=1.8Hz),8.07(1H,d,J= 
8.4Hz),8.54(1 H,d,J=8.4Hz),10.77(1 H,s) 


11 


CF 3 


CN 




mp: 189-190'C(AcOEt-Hex) 

NMR: 6 :1.27(3H,d,J=7.2Hz), 4.00-4.08(1 H,m), 7. 67- 
7. 71 (1H,m), 7-78(1 H,dd,J=1. 6, 8.6Hz), 7.96(1 H,d,J=7.6 
Hz), 8. 00(1 H,d,J=1 .6Hz),8. 04-8.1 1 (3H,m), 8.64(1 H,d, 
J=8.6Hz),1 0.79(1 H,s) 


12 


CF 3 


CN 




mp: 143-144°C(AcOEt-Hex) 

NMR: 6 :1.28(3H,d,J=6.8Hz),4.03-4.10(1H,m),7.70- 
7.74(2H,m),7.84(1 H,d,J=8.0Hz),7.96(1 H,d,J=1 .6Hz),8. 
01 (1H,s),8.04-8.07(2H,m),8.68(1H,d,J=8.8Hz), 
10.77(1H,s) 


13 


CF 3 


CN 




mp: 167-1 68 'C(AcOEt-Hex) 

NMR: :1 .24(3H,d,J=7. 0Hz), 4.00-4. 04(1 H,m), 7. 48-7.51 
(1H,m),7.57-7.60(2H,m),7.76-7.78(2H,m),7.85-7.90 
(3H,m),7.98(1H,d,J=8.8Hz),8.34(1H,s),8.41(1H,d,J=8. 
0Hz), 10.63(1 H,s) 


14 


CF 3 


CN 


6o 


mp: 193-194°C(AcOEt-Hex) 

NMR: 6 :1 .1 9(3H,d,J=6.8Hz), 3. 95-4.00(1 H,m), 7.51 
(1 H,t,J=7.6Hz),7.58-7.62(2H,m),7.67-7.71 (1 H,m), 7.78 
(1 H,d,J=1 .6Hz),7.93-8.06(3H,m), 8.1 3(1 H,d,J=7.2Hz), 
8. 67(2H,d,J=8.8Hz), 10.52(1 H,s) 


15 


CF 3 


CN 




mp: 1 99-200"C(AcOEt-Hex) 

NMR: 6 :1.27(3H,d,J=7.2Hz),4.37-4.44(1H,m),7.60- 
7.72(4H,m)7.83(1 H,d,J=1 .6Hz), 8.00(1 H,d,J=8.8Hz),8. 
17(1H,dd,J=1.2,8.4Hz),8.31 (1 H,dd,J=4.6,7.2Hz),8.43( 
1 H,dd,J=1 .6,8.8Hz), 9.02(1 H,dd,J = 1 .6,4.0Hz), 1 0.65(1 
n,s) 


16 


CF 3 


CN 




mp: 185-186°C(AcOEt-Hex) 

NMR: 6 :1 .34(3H,d,J=6.8Hz),3.97-4.06(1 H,m), 7.00- 
7.04(1 H,m), 7.25-7. 35(4H,m),7.48-7.50(2H,m), 7.84 
(1H,dd,J=2.0,8.8Hz),7.96(1H,d,J=8.8Hz),8.04(1H,d,J= 
8.0Hz), 8.1 0(1 H,d,J=2.0Hz),1 0.80(1 H,s) 
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Ex. 


R 1 


R 2 


R 3 


X 


R 4 


R 8 


DATA 


17 


CF 3 


CN 


H 


0 


CH 2 CH 3 


H 


mp: 170-171 G 

MrvdQ- k n do /q u 1 t 1 — 7 /lW-7\ 1 RC> 1 IO /9H 
NMn, 0 .U.oojo n ,1, J — / .4nZj, 1 .0^1- 1 . / c. \*-~ > ' ' *) , 

3.77-3.82(1 H,m),7.24-7.28(2H,m), 7.75-7.82 

(3H,m),8.01 (1 H,d,J=2.0Hz),8.07(1 H,d,J=8.4Hz), 

8.36(1 H,d,J=8.8Hz), 10. 74(1 H,s) 


18 


CF 3 


CN 


H 


o 


CH 3 


CH 3 


mp: 171-172C(AcOEt-Hex) 

MMPT /f^nf^l TrylCI interna I ctanrlarHI 

6 :1 .09(3H,d,J=7.3Hz),2.86(3H,s), 4.58-4. 62 
(1H,m),7.26-7.30(2H,m),7.80(1 H,d,J=8.6Hz) , 
7.86-7.90(3H,m), 8.08(1 H,d,J = 1 .8Hz), 8.79 (1H,s) 


1 a 


CF 3 


UN 








n 


NMR: 6 :1 .08(3H,d,J=6.8Hz),3.25(3H,br), 4.09 
(1H,br),7.38(2H,t,J=8.0Hz), 7.73-7.81 (4H,m), 
8.22-8.34(2H,m) 


20 


CF 3 


CN 


H 


o 


benzyl 


H 


mp: 248-249 C(AcOEt- Hex) 

NMR: 6 :2. 77-2. 99(2H,m), 4. 08-4.1 4(1 H,m), 7.14 
(2H,t,J=8.8Hz), 7.1 9-7.26 (5H,m),7.61 -7.64 
(2H,m),7.72(1H,d,J=8.8Hz), 7.96(1 H,s), 8.07 
(1H,d,J=8.8Hz),8.61(1H,d,J=8.8Hz),1 0.77(1 H,s) 


21 


CF 3 


CN 


H 


o 


H 


H 


mp: 179-180°C(AcOEt-Hex) 

NMR: 6 :3.77(2H,d,J=6.1Hz),7.38-7.42 (2H, m), 

7. 86-7. 90(3H,m), 8.08-8. 12(2H,m), 8.25-8.27 

(1H,m),10.71(1H,s) 


22 


CF 3 


CN 


H 


s 


CH 3 


H 


mp: 86-87 C 

NMR: 6 :1 ,32(3H,d,J=6.8Hz), 4.39-4. 46 (1 H, m), 
7.28-7. 34(2H,m), 7. 78-7. 84(2H,m), 8.18-8.24 
(2H,m),8.31 (1H,d,J=8.4Hz),8.42 (1H,s), 
12.01 (1H,s) 




Ex. 


R 1 


R 2 


A 


R 9 


DATA 


23 


CF 3 


CN 


Me Me 

X. 




mp: 166-167°C(AcOEt-Hex) 
NMR: 6 :1.41(6H,s)7-06-7.10(1H,m), 7.57- 
7.61 (1 H,m),7. 84-7. 87(1 H,m), 8.07-8.1 4 (2H, 
m),8.23-8.30(2H, m), 10.29(1 H,s) 


24 


CF 3 


CN 


^OMe 




mp: 90-95'C(AcOEt-(i-Pr) 2 O-Hex) 
NMR: b :3.19(3H,s),3.42-3.52(2H,m), 4.09- 
4.17(1 H,m),7.23-7.28(2H,m),7.76-7.84 (3H, 
m),8.01-8.03(1 H,m),8.07(1 H,d,J=8.4Hz), 
8.51 (1H,d,J=9.2Hz), 10.81 (1H,s) 
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Ex. 


R 1 




A 


R a 


DATA 


31 


CF 3 


CN 


Me Me 

X 




mp: 1 17-1 18 c C(AcOEt-Hex) 
NMR(CDCI 3 ,TMS internal standard ) 
6 :1 ,47(6H,s),5.84(1 H,s),7.22(2H,t,J=8.8Hz), 
7.79(1 H,d,J=8.8Hz),7.90-7.95(3H,m), 8.07 
(1H,s),9.20(1H,br) 


32 


CF 3 


CN 


Me Me 

X 




mp: 109-1 10' C(AcOEt-Hex) 
NMR: 6 :1 .50(6H,s),7.89-7.92(2H,m),8.00- 
o. to [4n, ill / , o.*lo ^ I iijUjvJ — ^.wn*ij,o.tiu \ i n , 0/ , i 
0.33(1 H,s) 


33 


CF 3 


CN 


Me Me 

X 




mp: 124-125 c C(AcOEt-Hex) 
NMR: 6 :1.45(6H,s),3.76(3H,s),6.82(2H,d, 
J=8.8Hz),7.73-7.75(3H,m),7.89-7.92 (1 H,m), 
8.00(1H,d,J=2.0Hz),9.67 (1H,s), 10.83(11-1, s) 



7 




Ex. 


R 1 


A 


R 9 


DATA 


25 


CF 3 


Me Me 

X 




mp: 207-208°C 

NMR(CDCI 3 ,TMS internal standard ) 
6 :1.77(6H,s),6.29(1H,s),7.15-7.19(2H,m), 7.76 (1H, 
d,J=8.3Hz), 7. 75-7. 83(2H,m), 7. 87-7.90(1 H,m), 8.07 
(1H,d,J=2.0Hz),1 0.67(1 H,s) 


26 


CF 3 


Me Me 

X 


OCH, 


mp: 124-125 C(AcOEt-Hex) 

NMR: 6 :1 .57(6H,s),3.97(3H,s),7.05(1 H,t, J=7.2Hz), 
7.20(1 H, d,J=8.4Hz),7.49-7. 54(1 H,m), 7.79(1 H,dd, 
J=2.0,8.4Hz),8.07(1H,d,J=8.4Hz),8.15(1H,dd,J=2.0,8 
,4Hz),8.31 (1H,d,J=2.0Hz),8. 55(1 H,s),1 0.20(1 H,s) 


27 


CF 3 


Me Me 

X 




mp: 256-258 c C(MeOH-EtOH) 

NMR: 6 :1 .54(6H,s),7.98(2H,m), 8.03-8. 15 (4H, m), 
8.29(1 H,d,J=2.0Hz),8.85(1H,s),1 0.22(1 H,s) 


28 


CF 3 


Me Me 




mp: 222-225 u C(AcOEt-Hex) 

NMR: 6 :1.55(6H,s),7.87(2H,d,J=8.8Hz),8.06 (1H,d, 
J=8. 8Hz), 8.13-8. 15(3H,m), 8.30(1 H,d,J=2.0Hz), 8.83 
(1H, s), 10.23(1 H,s) 


29 


CN 


Me Me 




mp: 198-199C(EtOH) 

NMR: 6 :1 .52(6H,s),7.31 (2H,t,J=8.8Hz),7.98-8.04 

(3H,m),8.10(1H,dd,J=2.0,8.6Hz),8.30(1H,d,J=2.0Hz), 

8.59(1H,s),10.15(1H,s) 


30 


CI 


Me Me 

X. 




mp: 227-230°C(AcOEt-Hex) 

NMR: 6 :1 .51 (6H,s),7.31 (2H,t,J=8.9Hz),7.75(1 H, dd, 
J=2.6,8.7Hz),7.85(1H,d,J=8.7Hz),8.00(2H,dd,J=5.4,8 
.9Hz),8.06(1 H,d,J=2.6Hz),8.55(1 H,br), 1 0.00(1 H,br) 


34 


CF 3 


Me Me 

X 


X 


mp: 168-169°C(AcOEt-Hex) 

NMR: 6 :1.54(6H,s),7.27-7.32(2H,m),7. 52-7.58 

(1H,m), 7.72-7.76(1 H,m), 8.08 (1H,d, J=8.4Hz), 8.16 

(1H,dd,J=1 .6,8.4Hz), 8.33(1 H,d,J=1 .6Hz), 8.52(1 H,d,J 

=1.6Hz),10.22(1H,s) 
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Ex. 


FT 


A 


R 9 


DATA 


35 


CF 3 


M^^M e 




mp: 204-206 c C(AcOEt-Hex) 

NMR: 6 :1 .53(6H,s), 7. 38-7.43(1 H,m),7.50-7.56 (1 H, 
m),7.75-7.78(2H,m),8.04-8.15 (2H,m), 8.30(1 H,s), 
8.69(1 H,S), 10.22(1 H,s) 


36 


CF 3 


Me Me 

X 


V 


mp: 184-185' : C(CHCI 3 ) 

NMR: 6 :1 .54(6H,s), 7. 51-7.54(1 H,m),8.05(1 H,d,J= 
8.8Hz), 8.13-8.16(1 H,m),8. 24-8. 27 (1 H,m), 8.30(1 H, 
d,J=1.6Hz),8.72(1H,dd,J = 1.6,5.2Hz), 8.80(1 H,s), 
9.1 1 (1 H,d,J = 1 .bHZ), lU.££2(ln,S) 


37 


CF 3 


Me Me 

X 


jfti 

N 


mp: 129-130C((i-Pr) 2 O) 

NMR: 6 :1. 61 (6H,s), 7.64-7.62(1 H,m),8.00-8.01 (2H, 
m), 8.06(1H,d,J=9.2Hz),8.14-8.16 (1H,m), 8.31 

/ H 11 fi 

\ \ n,a, 

J=1 .6Hz), 8.72(1 H,d,J = 8.8Hz),8.83(1 H,s), 1 0.34(1 H,s) 


38 


CF 3 


Me Me 




mp: 173-174C(AcOEt-C 6 H 6 ) 

NMR: 6 :1.58(6H,s),7.59-7.65(2H,m),7.98-8.06 (5H, 
m),8. 14-8.1 7(1 H,m), 8.32(1 H,d,J = 1.6Hz), 8.56 (1H,s), 
8.74(1 H,s),10.26(1H,s) 


39 


CF 3 






mp: 220-221'C(AcOEt-Hex) 
NMR(CDCI 3 ,TMS internal standard ) 
6 :1 .26(3H,s),1 .79-1 .85(1 1 H,m), 4.68-4.72(1 H,m), 
5.98-6.00(1 H,m),7.81-7.83(2H,m), 7.98-8.00 (1H,m), 

O DO O O O / 1 LJ rvi \ 

y.oo-y.o9(i n,m) 


4U 


Uh 3 


M e 




in MM (ouui 3 , i Mo internal sianQaraj . o , \ ,o i (on,a, 
J=8.6Hz), 4.93-4. 97(1 H,m),6. 82-6. 84(1 H,m), 7.16- 
7.1 9(2H,m),7. 76(1 H,d,J=8.5Hz),7. 84-7.87 (2H ) m), 
7.97(1 H,d, J=D.brlZ),o.02 (1 H,S) ,9.ao(1 H,S) 


41 


CF 3 


Me Me 




mp: 166-167G(AcOEt-Hex) 






X 




NMR: b :1 .53(6H,s), 7. 18-7.23(1 H,m),7. 34-7. 40 (1H, 








m), 7.79-7.85(1H,m),8.08(1H,d, J=8.8Hz), 8.16 (1H, 
dd,J=1 .6,8. 8Hz), 8.32(1 H,d,J = 1 .6Hz),8.55(1 H,d,J = 1 .6 
Hz),10.22(1H,s) 


42 


CF 3 


N^^M e 


X 


mp: 182-183C(AcOEt-Hex) 

NMR: 6 :1.52(6H,s),7.14-7.20(2H,m),7.48-7.56 (1H, 
m), o.1(j(1n,u,J=o.onz),8.1 / (I n,dd, J = 1.o, o.onz), 
8.33(1 H,d,J=1 .6Hz),9.10 (1 H,s), 10.20(1 H,s) 


43 


CF 3 


Me Me 


CI 


mp: 214-21 5 c C(AcOEt-Hex) 

NMR: 6 :1 .51 (6H,s),7.55(1 H,dd,J = 1 .6Hz, 8.0Hz), 
7.66-7.69(2H,m),8.08(1H,d,J=8.4Hz), 8.18-8.21 (1H, 
mj, o. db-b. Jb(l n,m),o.o/(l n,S), 1 0.dt5(\ H,S) 


A A 

44 


L,i- 3 


1 VI C IV " 


r^VococH 3 


mp. i / i - 1 / *i t.v^ACUtT-riexj 

7.34-7. 38(1 H,m), 7.51-7. 55(1 H,m), 7.85(1 H,dd,J= 

1 .6, 7. 2HZ), 8.1 8(1 H,d,J=8.8HZ),8.1 8(1H,ud,J = 1.o,8.8 

Hz), 8. 33(1 H,d,J=1 .6Hz),8.61 (1 H,s), 10.1 7(1 H,s) 


45 


CF 3 


M^^M e 




mp: 207-208 c 'C(AcOEt-Hex) 










NMR: 6 :1 .51 (6H,s),7.65-7.69(1 H,m),7.76-7.80 (2H, 








m),7.87-7.89(1H,m),8.08-8.10(1 H,m), 8.18-8.20 (1H, 
m),8.38(1 H,s),8.93(1 H,s), 1 0.30(1 H,s) 


46 


CF 3 


Me Me 

X 




mp: 215-216'C(AcOEt-Hex) 

NMR: 6 :1.58(6H,s),7.46-7.60(3H,m),7.85 (1H,d, 
J=6.8Hz),7.97-8.13(4H,m), 8. 24-8.26 (1 H,m),8.39 
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Ex. 



47 



48 



R 1 



CF, 



CF, 



Me Me 



Me Me 



R 9 




// \ N 



Br 




// \ N 



CI 



DATA 

(1H,s), 8.86(1 H, s), 10.42(1 H,s) 



mp: 195-196°C(AcOEt-Hex) 

NMR: 6 :1 .52(6H,s),7.35-7.40(1 H,m), 7. 45-7.49 (1 H, 
m), 7.61 -7. 66(21-1, m), 8. 08(1 H,d, J=8.8Hz), 8.21(1H, 
dd,J=2.4,8.8Hz),8.38(1 H,d,J=2.4Hz),8.81 (1 H,s),1 0.2 
7(1H,s) 



mp: 180-182°C(AcOEt-Hex) 

NMR: 6 :1 .52(6H,s),7.40-7.51 (3H,m),7. 61-7.65 (1 H, 
m),8. 05-8. 24(2H,m), 8.37(1 H,br), 8. 83 (1 H,br), 10.28 
(1H,s) 



49 



CF, 



Me Me 



mp: 203-204 C(AcOEt- Hex) 

NMR: 6 :1 .54(6H,s), 7. 46-7. 50(2H,m),7. 53-7.57 (1H, 
m), 7.93-7. 95(2H,m), 8. 05(1 H,d, J=8.4Hz), 8.14 
(1H,dd,J = 1.6,8.4Hz),8.31 (1 H,d,J = 1 .6Hz),8.86(1 H,s), 
10.20(1H,s) 



50 



CF, 



Me Me 




mp: 1 06-107 C(AcOEt-Hex) 

NMR: 6 :1. 51 (6H,s),6.63-6.66(1H,m),7. 18-7.20 (1H, 
m),7.86-7.88(1H,m),8.05 (1H,d, J=8.4Hz), 8.13-8.17 
(1H,m), 8.30(1 H,d,J=2.0Hz), 8.38(1 H,s), 1 0.25(1 H,s) 



51 



CF, 



Me Me 




mp: 145-146"C(AcOEt-Hex) 

NMR: 6 :1.48(6H,s),3.72(3H,s),6.04(1H,dd,J=2.4, 
4.0Hz), 6. 89-6.92(1 H,m), 6. 98-7. 01 (1 H,m),7.97 (1 H, 
s),8.05(1H,d,J=8.8Hz), 8. 15-8.1 9(1 H,m), 8.33(1 H,d, 
J=1 ,6Hz),10.17(1H,s) 



52 



CN 



OAc 



mp: 209-21 0°C(AcOEt-MeOH) 

NMR: 6 :2.01 (3H,s),4.34-4.46(2H,m),4. 83-4.90 (1 H, 
m),7.30-7.37(2H,m),7.96-8.06(3H,m), 8.09(1 H,d, 
J=8.8Hz),8.30(1H,d,J=2.4Hz),8.97(1H,d,J=7.6Hz),10 
.98(1 H.s) 



53 



CF 3 



Me Me 



mp: 125-1 27 C(AcOEt-Hex) 

NMR: 6 :1.52(6H,s),7.1 6-7.20(1 H,m),7. 76-7.79 (1H, 
m),7.95-7.98(1H,m),8.05(1H,d,J=8.8Hz), 8.13-8.18 
(1H,m), 8.30(1 H,d,J=2.0Hz), 8.54(1 H,s), 10. 23(1 H,s) 



54 



CF, 



Me Me 




// V 



Me 



mp: 1 98-199 C(AcOEt-Hex) 

NMR: 6 :1 .51 (6H,s),2.27(3H,s),7.21-7.29(2H,m), 
7.32-7. 37(1 H,m), 7. 54-7.58(1 H,m), 8. 07(1 H,d, J=8.8 
Hz), 8.1 9(1 H,dd,J=2.0,8.8Hz), 8.38(1 H,d,J=2.0Hz), 8.5 
3(1 H,s),1 0.25(1 H,s) 



55 



CN 



Me Me 




// V 



mp: 175-176 c C(AcOEt-Hex) 

NMR: 6 :1 .52(6H,s),7.27-7.33(2H,m),7.52-7.58 (1 H, 
m),7.72-7.77(1H,m),8.05(1H,d,J=8.4Hz), 8.13 (1H, 
dd,J=2.0,8.4Hz),8.34(1 H,d,J=2.0Hz), 8. 51-8.55 (1 H, 
m), 10.20(1 H,s) 



56 



CN 



Me Me 




mp: 139-1 41 °C(AcOEt-Hex) 

NMR: 6 :1. 51 (6H,s),7.1 4-7.21 (2H,m),7. 48-7.57 (1H, 
m),8.07(1H,d,J=8.8Hz),8.12(1H,dd,J=2.0,8.8Hz),8.35 
(1 H,d,J=2.0Hz),9.1 1 (1 H,s),1 0.16(1 H.s) 



57 



CF, 



Me Me 




mp: 221-223 c C(AcOEt-Hex) 

NMR: 6 :1.56(6H,s),7.43-7.50(2H,m),7. 95-8.08 (3H, 
m), 8. 15-8.1 9(1 H,m),8.30-8.34(2H,m), 8.86 (1H,s), 
1 0.29(1 H,s) 
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Ex. 
58 



R 1 
CF, 



OMe 



R 9 



DATA 

mp: 1 95-196 C(AcOEt-MeOH) 

NMR: 6 :3.31(3H,s),3.73(2H,d,J=4.4Hz),4.78-4.85 
(1H,m),7.28-7.35(2H,m),7. 54-7.61 (1H,m), 7.66-7.71 
(1H,m),8.02-8.06(1H,m),8.12(1H,d,J=8.8Hz), 8.31 
(1 H,d,J=2.4Hz), 8.55-8.66(1 H,m),1 1 .01 (1 H,s) 



59 



CF, 



OMe 



7 W 



mp: 1 87-188 C(AcOEt-Hex) 

NMR: 6 :3.32(3H,s), 3.70-3. 79(2H,m),4. 77-4. 84 (1H, 
m),7.29-7.36(2H,m),7.97-8.14(4H,m), 8.32 (1H,d, J= 
2.0Hz), 8. 83(1 H,d,J=6.8Hz), 10.99(1 H,s) 



60 



CF, 



Me Me 




mp: 1 64-165 C(AcOEt-Hex) 

NMR: 6 :1.53(6H,s),7.28-7. 34(1 H,m),7. 50-7.64 (2H 
m),8.09(1H,d,J=8.4Hz),8.17(1H,dd,J = 1.6,8.4Hz),8.34 
(1H,d,J = 1.6Hz),8.74(1H,s),1 0.24(1 H,s) 



61 



CF, 



Me Me 




mp: 208-209 C(AcOEt-Hex) 

NMR: 6 :1 .53(6H,s), 7.53-7. 61 (1 H,m),7.78-7.84 (1 H, 
m),8.01-8.08(2H,m), 8.12-8.15(1 H,m), 8.29 (1H,d, 
J=1.6 Hz), 8.70(1H,s), 10.21 (1H,s) 



62 



CF, 



Me Me 




mp: 161-1 62 C(AcOEt-Hex) 

NMR: b :1 .52(6H,s), 7.33-7. 45(2H,m),7. 59-7. 65 (1 H 
m),8.08(1H,d,J=8.8Hz),8.15(1H,dd,J=1.6,8.8Hz),8.33 
(1H,d,J = 1.6Hz),8.71 (1H,s),10.24(1H,s) 



63 



CF, 



Me Me 



Me 
Me 



mp: 143-1 44 C((i-Pr) 2 0) 

NMR: 6 :1 .1 1 (9H,s),1 ,42(6H,s),7.39(1 H,s), 8. 04-8.1 1 
(2H,m), 8. 30-8.33(1 H,m),9.00(1 H,s) 



64 



CN 



Me _ M e 





MS FAB (m/z):383[(M + 1) + ] 

NMR: b :0.97(6H,d,J=6.6Hz),2.05-2.19(1H,m),4.51 
(1H,t,J=8.3Hz),7.15(2H,t,J=7.9Hz),7.46-7.58(1H, m), 
8.01(1H,dd,J = 1.9,8.5Hz),8.09(1H,d,J=8.5Hz),8.33(1 
H,d,J = 1 .9Hz),9.1 5(1 H,d,J=8.3Hz),1 1.03(1 H.br) 



65 



CF, 



Me Me 



mp: 204-205' C 

NMR: 6 :1 .54(6H,s), 7.67-7.71 (1 H,m), 7.80-7.84 
(1H, m), 7.92(1 H,d,J=7.6Hz), 7.99(1H,d, J=7.6Hz), 
8.07 (1 H,d,J=8.8Hz), 8.19(1H,dd, J = 1 ,6,8.8Hz), 8.31 
(1H,d,J = 1.6Hz), 8.95(1H,s), 10.27(1 H,s) 



66 



CF, 



Me Me 




mp: 21 5-21 7 C 

NMR: 6 :1 .42(6H,s),5.02(2H,s),7.28-7.36 (4H,m), 
7.69(1 H,s), 8.07(1 H,d,J=8.2Hz),8.20(1 H,d,J=8.2Hz), 
8.33(1H,s),10.32(1H,s) 



67 



CF, 



Me Me 



C5"° h 



mp: 205-206 C 

NMR: 6 .1 .57(6H,s),6.91-6.94(2H,m),7. 40-7.44(1 H, 
m), 7.99(1 H,dd,J=1.6,8.0Hz),8.06 (1H,d, J=8.4Hz), 
8.15(1 H,dd,J=2.0,8.4Hz), 8.30(1 H,d, J=2.0Hz), 
8.86(1 H,s), 10.27(1 H,s), 1 1 .88(1 H,s) 



68 



CF, 



Me Me 




mp: 188-189°C 

NMR: 6 :1.66(6H,s),7.73-7.77(2H,m),8.06 (1H,d, 
J=8.8Hz),8.17(1H,dd,J=2.0,8.4Hz),8.24(1H,dd,J=1.6, 
8.4Hz), 8. 31 (1H,d,J=1.6Hz), 8.49(1 H,dd,J = 1 .6,7.2Hz), 
8.29(1 H,dd,J = 1.6,8.4Hz),9.1 5(1 H,m), 10.37(1 H,s),11 . 
46(1 H,s) 



69 



CF, 



Me Me 




mp: 122-123 C(AcOEt-Hex) 

NMR: b :1.49(6H,s),6.08-6.12(1H,m),6. 85-6.88 

(1H,m),6.93-6.97(1H,m),8.01-8.06(2H,m),8.13-8,17 

(1 H, m), 8.30-8.34(1 H,m),1 0.21 (1H,s),1 1.40-1 1.46 
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Ex. 


R 


A 


R 9 


PlATA 
DA 1 A 










(1H,br) 


70 


CF 3 


Me Me 


Me Me 


] 


MS FAB (m/z):418[(M+H) + ] 

NMR: 6 :1.41(6H,s),1.47(6H,s),7.18-7.33(5H,m), 
7.4b (1 rl,S),o.tJb-o. i 4(^H,rTI),o.-c:4-o.^b(l n,m), y.oy 
(1H,s) 


71 


CF 3 


Me Me 


F ~r 


jj 


1 


mp: 1 94-1 95'C(AcOEt- Hex) 

NMR: 6 :1 .52(6H,s),7.28-7.39(2H,m),7.45-7.52 (1 H, 
m),8.09(1 H,d,J=8.4Hz), 8.1 6-8.20(1 H,m), 8.33 (1H,d, 
J = 1.onZ),9.1d(1n,S)JU.1b(in,S) 


72 


CF 3 


^e^JVI e 


F- 


o 


C 1 


mp: 1 82-1 84 c C(AcOEt- Hex) 

NMR: 8 :1 .53(6H,s),7.42(1 H,dd,J=2.4, 8.0Hz), 7.54- 
7.58(1 H, m), 7.78(1 H,t,J=8.0Hz), 8.08(1 H,d, J=8.4Hz), 
8.15-8.18(1 H,m), 8.33-8. 35(1 H, m), 8.62-8. 65(1 H,m), 
1 u.d 1 \ \ n,S) 


73 


CF 3 


Me Me 


C I ^ 




- F 


mp: 1 66-1 69°C(AcOEt- Hex) 

NMR: 8 :1 .51 (6H,s), 7. 30-7.37(1 H,m),7.52(1 H,dd, 
J=2.4,8.4Hz),7.72(1H,dd,J=6.4,8.4Hz),8.09(1H,d,J=8 
.8Hz), 8. 18-8.22(1 H,m),8. 34-8. 37(1 H,m),8.45 (1 H,s), 
1 0.28(1 H,s) 


74 


CF 3 


M^^M e 


J 




mp: 187-1 88 C(AcOEt-Hex) 

NMR: 6 :1.53(6H,s),7.54(1H,t,J=9.2Hz),7.90-7.95 
(1H,m),8.05(1H,d,J=8.4Hz),8.11-8.16(1 H,m), 8.25 
(1 H,da,J=«i.0,7.^Hz),o.<io-a. Ju(1 H,m),8.7o (1 n,s), 
10.22(1 H,s) 


75 


CF 3 




F 1 


F 


F 


mp: 197-199'C(AcOEt-Hex) 

NMR: 8 :1.51(6H,s),7.27-7.34(2H,m),8.10(1H,d, J= 
8.4Hz),8.1 5-8.20(1 H,m), 8. 31 -8.33(1 H,m),9.1 2(1 H,s), 

1 \J.eLd\ \ M,S) 


76 


CF 3 


Me Me 

X. 




A 


mp: 222-223 C(AcOEt-Hex) 

NMR: 6 :1 .42(6H,s),7.24-7.28(3H,m),7.35-7.40 (3H, 
m),7.44-7.56(2H,m),7.75-7.79(1H,m), 8.07 (1H,d, 
J=o.onZ),D. 1 3-a. 1 b(1 H,m),o.d«i-o.o4 (1n,m), o.ab 
(1H,s),10.22(1H,s) 


77 


CF 3 


M^^M e 


-{ 




3 


mp: 197-198 c 'C(AcOEt-Hex) 

NMR: 6 :1 .55(6H,s),7.39-7.44(1 H,m),7.47-7.53 (2H, 
m),7.72-7.81(4H,m),8.02-8.08(3H,m),8.14-8.18 (1H, 
m), 8. 31-8. 33(1 H,m), 8. 63(1 H,s),10.22 (1 H,s) 


78 


CF 3 


M^^M e 


F 




i 


MS FAB (m/z):400[(M+H) + ] 

NMR: 8 :1 .56(6H,s),7.1 5(1 H,d,J=5.6Hz),7.69-7.73 
(1 H,m), 7.82(1 H,dd,J=4.5,5.6Hz),8.07(1 H,d,J=8.5Hz), 

O flQ/1 U Kr\ Q 1QMU H I 1 Q Q R UI-7\ Q OQ M l-l H I 1 Q 

b.uyp n,DrJ,o.l o(lM|Q|J=l .y,o.onZ),o.*io( 1 n,a,J = 1 .y 
Hz), 10.24(1 H,br) 


79 


CF 3 


Me Me 

X. 




-c 


N 


mp: 197-199°C(AcOEt-Hex) 

NMR: 6 :1.54(6H,s),7.84-7.87(2H,m),8.06(1H,d,J= 
0.0 nz),o.1<i-o.1o(1H,m),8.30(1H,d,J=2.4Hz), 8.73- 
8.76(2H, m), 8. 87(1 H, s),1 0.29(1 H,s) 


80 


CF 3 


Me Me 






1 

M 


mp: 1 06-1 08°C(AcOEt- Hex) 

NMR: 8 :1.61(6H,s),8.07(1H,d,J=8.4Hz),8.13-8.17 
(1 n,m),o.oU(T n,u,J=l.onZ;,o. / y-o.o<d( 1 n,m) , o.yu- 
8.93(2H, m), 9. 15-9.1 7(1 H, m), 10. 32(1 H,s) 


81 


CF 3 


Me Me 


^^^■^ 




mp: 170-171 c C(AcOEt-Hex) 

NMR: 6 :1 .65(6H,S), 7. 80-7.91 (2H,m),8.06(1 H,d, J= 
8.8Hz),8.13-8.20(2H,m),8.26-8.32(2H,m), 8.53 (1H, 
S),8.96(1 H,s),9.45(1 H,s),1 0.38(1 H,s) 
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Ex. 
82 



R 1 
CF, 



Me Me 



R 9 




DATA 

mp: 172-173 C(AcOEt-Hex) 

NMR: 6 :1.57(6H,s),6.75-6.78(1H,m),7.14-7.19 (1H, 
m ),7. 40-7. 44(1 H,m), 7. 57(1 H,d,J=8.0Hz),7.64 (1 H,d, 
J=8.0Hz),8.06(1H,d,J=8.8Hz),8.13-8.17 (1 H,m),8.30- 
8.33(2H, m), 10. 22(1 H,s),1 1.28(1 H,br) 



83 



84 



85 



CF 3 



Me Me 



-CHp-<_ >-F 



MS El (m/z):423(M + ) 

NMR: b :1 .47(6H,s),4.53(2H,s),6.94-7.00(2H,m), 
7.04-7.1 1 (2H,m), 8.08(1 H,d,J=8.4Hz), 8.1 7-8.22 (1 H, 
m),8. 27-8.30(1 H, m),8. 32(1 H,s), 10.21 (1 H,s) 



CF, 



Me Me 




mp: 289-290'C(AcOEt-MeOH) 

NMR: 6 :1 .72(6H,s),5.61 (1 H,d,J=9.2Hz),7.58 (1 H,d, 
J=9.2Hz),8.13-8.20(2H,m),8.27-8.34(2H,m), 10.37- 
1 0.44(1 H,m),1 0.49(1 H.br) 



CF, 



Me Me 



I I 




mp: 147-149C(AcOEt-Hex) 

NMR: 6 :1 .56(6H,s), 7.02-7. 07(1 H,m),7. 16-7. 21 (1H, 
m), 7. 32-7.36(1 H,m),7.37-7.42(1 H,m) ,7.62-7.66 (1 H, 
m),8. 05(1 H,d,J=9. 2Hz), 8.14-8.19(1 H,m), 8.30-8.33 
(1H,m),8.53(1H,s), 10.29 (1H,s), 11.55(1H,br) 



86 



CF, 



Me Me 



Me 



mp: 100-102 C(AcOEt-Hex) 

NMR: 6 :1.50(6H,s),2.45(3H,s),6. 85-6. 88(1 H,m), 
7.76(1 H,d,J=4.0Hz),8.03-8.07(1H,m),8.1 3-8.1 7 (1H, 
m), 8. 29-8.32(1 H,m),8.41 (1 H,s),1 0.22(1 H,s) 



87 



CF, 



Me Me 



mp: 231-232 c C(AcOEt-Hex) 

NMR: 6 :1 .55(6H,s),7.02-7.08(1 H,m),7. 32-7.34 (1 H, 
m), 7. 36-7. 45(2H,m),8. 05(1 H,d,J=8.4Hz), 8.16 (1H,dd 
J=2.0,8.4Hz),8.31 (1 H,d,J=2.0Hz), 8. 59(1 H,s), 10.28(1 
H,s),11.66(1H,s) 



88 



CF, 



0 Ac 



F 



MS FAB (m/z):438[(M + H) + ] 

NMR: 6 :2. 01 (3H,s),4.34-4.48(2H,m), 4. 87-4.96 (1H, 
m),7.27-7.37(2H,m),7.43-7.68(1 H,m) ,7.65-7.79(1 H, 
m),8.05(1H,dd,J=2.1,9.0Hz), 8.14 (1 H,d,J=9.0Hz), 
8.30(1 H,d,J=2.1 Hz),8.74-8.82(1 H,m), 1 1 .04(1 H,br) 



89 



CF, 



O H 



& 1 ' 



mp: 181-1 82 C(AcOEt-MeOH) 
NMR: 6 :3.80-3.85(2H,m),4.63-4.68(1H,m),5.18- 
5.24(1 H,m), 7. 29-7.37(2H,m), 7. 55-7.62(1 H,m), 7.72- 
7.77(1 H,m), 8.02-8. 06(1 H,m), 8.1 2(1 H,d, J=8.8Hz), 
8.33-8.38(2H,m),1 0.92(1 H,s) 



90 



CF, 



Me Me 



'/ \\ 



OMe 



mp: 179 ,J C 

NMR: 6 :1 .52(6H,s),3.81 (3H,s),7.00(2H,d, J=8.7Hz), 
7.91 (2H,d,J=8.7Hz),8.04(1 H,d,J=8.7Hz),8.02-8.05 
(1H,m), 8.29-8.31 (1H,m),8.38(1H,br), 10.16(1 H.br) 



91 



CF, 



Me Me 



'/ w 



Br 



mp: 182-183°C (AcOEt) 

NMR: 6 :1.52(6H,s),7.70(2H,d,J=8.4Hz),7.89(2H, d, 
J=8.4Hz), 8.05(1 H,d,J=8.4Hz),8.1 1-8.1 6(1 H,m), 8.28- 
8.30(1 H, m), 8.65(1 H,br),1 0.19(1 H.br) 



92 



CF, 



Me Me 



'/ w 



CI 



mp: 173 C (AcOEt) 

NMR: 6 :1.52(6H,s),7.56(2H,d,J=8.4Hz),7.96(2H, d, 
J=8.4Hz), 8.05(1 H,d,J=8.7Hz),8. 12-8.1 6(1 H,m), 8.29- 
8.31 (1 H,m), 8. 65(1 H.br), 10.1 9(1 H.br) 



93 



CF, 



Me Me 



CI 




7 W 



Br 



mp: 223 ( 

NMR: 6 :1.50(6H,s),7.60(1H,d,J=8.1Hz),7.68(1H, d, 
J=1 .8,8.1 Hz),7.81 (1 H,d,J = 1 .8Hz), 8.08(1 H,d,J=9.0Hz 
) ,8.1 7-8.22(1 H,m),8.35-8.36(1H,m),8.87 (1H,br), 

10.28(1 H.br) 
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Ex. 


R 1 


A 


R 9 


DATA 


94 


CF 3 


Me Me 

>c 


Br 

-?~Vf 


mp: 199 C (AcOEt-(Et) a O) 

NMR: 6 :1. 51 (6H,s),7.35-7.41(1H,m),7. 62-7.66 (1H, 
m), 7. 68-7. 73(1 H,m), 8. 08(1 H,d,J=8.4Hz),8.1 8-8.22 
(1H,m), 8.37-8. 39(1 H.m), 8. 83(1H,br), 10.28 (1 H,br) 


95 


CF 3 


Me Me 




MS FAB (m/z):392[(M + H) + ] 

NMR: 6 :1 .50(6H,s),6.80(2H,d,J=8.7Hz),7.80(2H, d, 
J=8.7Hz),8.04(1H,d,J=9.0Hz),8.1 1-8.1 6(1 H,m), 8.26 
(1H,br), 8.30-8. 32(1 H, m), 9.99(1 H,br), 10.15(1H,br) 


NC 


0 




Ex. 


R 1 


A 


R 8 


DATA 


96 


CF 3 


Me Me 


O-Benzyl 


MS FAB (m/z):500[(M+H) + ] 

NMR(CDCI 3 ,TMS internal standard): 6 A .85 (6H,s), 4.60 
(2H,br),6.78(2H,d,J=7.4Hz),6.88(2H,t,J=8.8Hz),7.08-7.33 
(3H,m), 7.74-7. 81 (3H,m), 7.93(1 H,dd,J= 2.2, 8.4 Hz), 8.09 
(1H,d,J=2.2Hz), 10.05(1 H,s) 


97 


CF 3 


Me Me 


OH 


mp: 211-213°C 

NMR(CDCI 3 +DMSO-d e ,TMS internal standard) 
6 :1.67(6H,s),7. 05-7. 10(2H,m),7. 74(1 H,d, J=8.5Hz),7.84- 
7. 89(2H,m), 7.95(1 H,d, J=1 .8Hz), 8.10(1 H.dd, J=1 .8,8.4Hz), 
9.17(1H,s),9.23(1H,s) 




Ex. 


R 1 


R 2 


Y 


R 8 


DATA 


98 


3-CF 3 


4-CN 


0 

H 




mp: 144-1 46 C(AcOEt) 

NMR: 6 :1 .40(6H,s),6.69(2H,s),6. 80-6.63 (1 H, 
m),7.01 (1 H,d,J=2.4Hz),7.35-7.40(3H,m), 7.45- 
7.49(2H,m), 7.65(1 H,d,J=8.4Hz), 8.54(1 H,br) 


99 


3-CF 3 


4-CN 


C=S 




mp: 194-196°C 

NMR: 6 :1.70(6H,s),7.40-7.52(3H,m),7.84- 
7.87(2H,m), 8.06-8.08(2H,m),8.24(1 H,s), 
10.02(1H,s), 10.20(1 H,s) 


100 


3-CI 


5-CI 


c=o 




mp: 229-230C(AcOEt-Hex) 
NMR: 6 :1.50(6H,s),7.23(1H,t,J=1.3Hz), 7.31 
(2H,t,J=6.8Hz), 7.73(1 H,d,J = 1 ,3Hz),7.98-8.04 
(2H,m), 8.51 (1H,s), 9.73(1 H,s) 


101 


3-CF 3 


5-CF3 


c=o 




mp: 240-24 1 0 C(AcOEt-Hex) 

NMR: 6 :1.53(6H,s),7.32(2H,t,J=6.6Hz), 7.71 

(1H,s),8.02(2H,dd,J=3.9,6.6Hz),8.37(2H,s),8.5 

9(1H,s),10.10(1H,s) 
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Ex. 


R 1 


R 2 


Y 


R 8 


DATA 


102 


2-CF3 


4-CN 


c=o 




MS FAB (m/z):394[(M + H) + ] 
NMR: 6 :1.52(6H,s),7.32(2H,t,J=9.0Hz),7.95- 
8.03(3H,m),8.13-8.19(1 H,m), 8. 24-8.28(1 H,m), 
8.74(1 H,br),9.16(1H,br) 



1 0 




Ex. 


R 1 


A 


Y 


R 9 


DATA 


103 


CF 3 




so 2 


O^ 


mp: 145-146C(AcOEt-Hex) 
NMR: 6 :2.57(2H,t,J=6.8Hz), 3.04-3. 10 
(2H, m),7.40-7.45(2H,m),7.84-7.88 (3H,m), 
7.92 (1 H,dd,J=2.0,8.6Hz),8.09(1 H,d, 
J=8.6Hz),8.24(1H,d,J=2.0Hz), 10.72(1 H,s) 


104 


CF 3 




S0 2 


O^ 


mp: 163-1 64 C(AcOEt-Hex) 
NMR: 6 :1.02(3H,d,J=6.4Hz),2.46(2H,d, 
J=6.8Hz), 3.64-3.71 (1 H,m), 7.29-7. 33(2H,m), 
7.80-7.91 (5H, m), 8.1 6(1 H,s), 1 0.60(1 H,s) 


105 


CF 3 




c=o 


0* 


mp: 180-1 81 C(AcOEt-Hex) 
NMR: 6 :1 .27(6H, s ),4.03(2H,d,J=7.0Hz), 
7.24-7.31 (2H,m),7.82-7.88(2H,m), 8.09 
(1H,d,J=8.6Hz), 8. 13-8. 18(1 H,m), 8.32- 
8.35(1 H,m),8.42-8.48 (1 H,m),1 0.02(1 H,s) 


106 


CF 3 




so 2 


O^ 


mp: 161-162C(AcOEt-Hex) 

NMR: 6 :1 .19(6H, s ),3.02(2H,d,J=6.7Hz), 

7.36-7.43(2H,m),7.76-7.88(3H,m),8.06-8.13 

(2H,m), 8. 28-8.31 (1H,m),9.91 (1H,s) 


107 


CF 3 


M ^JVIe^ 


c=o 




mp: 191-192C(AcOEt-Hex) 
NMR: 6 :1.27(6H,s),3.60(2H,d,J=6.4Hz), 
7.10-7.16 (2H,m),7.44-7.53(1H,m),8.08 
(1H,d,J=8.8Hz), 8.1 5-8.1 9(1 H,m), 8.35- 
8.38(1 H,m), 8. 72-8.77 (1H,m), 1 0.04(1 H,s) 


108 


CF 3 


Me Me 
Me Me 


c=o 




MS FAB (m/z):436[(M+H) + ] 
NMR( CDCI3TMS internal standard): 
6 :1 .48 (6H,s), 1.61 (6H,s), 7.1 1 (2H,t,J= 
8.7Hz), 7. 77-7. 86(3H,m) ,7-93-8.05 (4H,m) 



mi 1 

1 H 



Ex. 


R 1 


A 


Y 


R 9 


DATA 


109 


CF 3 




c=o 




mp: 236-238°C(AcOEt-Hex) 
NMR: 6 :1 .80-2.02(2H,m),2.28-2.38 (2H, 
m),2.60-2.74(2H,m),7. 30-7.37 (2H,m), 
8.01-8. 08(3H,m), 8. 12-8.16 (1H,m),8.30- 
8.32(1 H, m), 9.02(1 H,s), 10.18(1 H,s) 
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Ex. 


R 1 


A 


Y 


Fr 


DATA 


110 


CF 3 


Si 


so 2 




mp: 1 69-1 70C(AcOEt- Hex) 
NMR: 6 :1.53-1.80(2H,m),2.04-2.16 (2H, 
m),2.37-2.46(2H,m),7. 23-7.32 (2H,m), 
7.73-7.80(2H,m),7.98-8.15 (3H,m),8.41 
(1 H,s),1 0.24(1 H,s) 


111 


CF 3 


Si 


c=o 


r ts F 


mp: 205-207°C(AcOEt-Hex) 
NMR: 6 :1.79-2.05(2H,m),2.22-2.31 (2H, 
m),2.67-2.76(2H,m),7.1 6-7.23(2H, m), 
7.50-7.59(1 H,m), 8.09-8. 16(2H,m), 8.33- 
8.36(1 H,m),9.46(1 H,s), 10.23 (1 H,s) 


112 


CF 3 


yi 


S0 2 


Or 


mp: 211-213C(AcOEt-Hex) 
NMR: 6 :1. 02-1. 05(2H,m), 1.30-1. 33 (2H, 
m),7. 30-7. 35(2H,m), 7.82-7. 86(2H,m), 7.96 
(1H,dd,J = 1. 6, 8.4Hz), 8.07(1 H,d,J=8.4Hz), 8 
.1 2(1 H,d,J = 1 .6Hz),8.45(1 H,s), 1 0.24(1 H,s) 


113 


CF 3 




c=o 


Or 


mp: 284-286'C(AcOEt-Hex) 
NMR: 6 :1.19-1.22(2H,m), 1.53-1. 56 (2H, 
m),7.31-7.37(2H,m),8.00-8.05(2H,m), 8.08 
(1 H,d,J=8.8Hz),8.20(1 H,dd,J=2.0,8.8Hz),8 
.32(1 H,d, J=2.0Hz), 9.03(1 H,s), 10.25(1 H,s) 




ui- 3 


Q 




O w 2 


-Or 


mtr 1 77-1 78 GfAcOEt-Hpx^ 
NMR: 6 :1 .49-1 .63(4H,m),1 .84-1 .90 (2H, 
m),2.06-2.1 2(2H,m),7.23-7.28(2H,m), 7.78 
-7.82(2H,m),7.97-8.09(4H,m), 10.1 1 (1 H,s) 


115 


CF 3 


Q 




c=o 


Or 


mp: 235-236°C(AcOEt-Hex) 

NMR: 6 :1 .62-1 .81 (4H,m),1 .99-2.05(2H, 














m),2.26-2.33(2H,m),7.28-7.34(2H,m), 7.99 
-8.05(3H,m),8.12(1 H,dd,J=1 .6,8.8Hz),8.29 
(1 H,d,J = 1 .6Hz),8.62(1 H,s), 10.23 (1 H,s) 


116 


CF 3 


Q 




so 2 


0^ 


mp: 188-189 : C(AcOEt-Hex) 
NMR: 6 :1. 22-1. 54(6H,s), 1.84-1 .88 (4H, 
m),7.19-7.24(2H,m), 7.72(1 H,s), 7.78-7.81 
(2H,m),7.95(1H,dd,J=1 .6,8. 8Hz), 8.04-8. 08 
(2H,m),9.91 (1 H,s) 


117 


CF 3 


Q 




c=o 


Or 


mp: 241-242C(AcOEt-Hex) 
NMR: 6 :1. 31-1.42(1 H,m),1. 45-1. 68 (5H, 
m),1 .93-2.00(2H,m),2.04-2.1 1 (2H,m), 7.28 
-7.33(2H,m),7.93-8.13(5H,m),8.29 (1H,d, 
J=2.0Hz),10.12(1 H,s) 


118 


CN 


M 


c=o 


Or 


mp: 294-295 C(AcOEt) 
NMR: 6 :1.18-1.22(2H,m), 1.52-1.55 (2H, 
m),7.30-7.36(2H,m),8.00-8.06 (3H,m), 
8.16-8.19(1 H,m), 8.33(1 H,d, J=1 .6Hz), 
9.04(1 H, s), 10.21 (1H,s) 


119 


CN 


M 


so 2 


Or 


mp: 171-172°C(AcOEt-Hex) 

NMR: 6 :0.98-1 .02(2H,m),1 .28-1 .32 (2H, 

m),7.33-7.39(2H,m),7.80-7.86 (2H,m), 

7.96(1 H,dd,J=2.0,8.4Hz), 8.04(1 H,d,J=8.4 

u-7\ n 17/11-1 r\ \ — o nU7i n /i n/1 w o\ in oq f 
riZJ,o. 1 / [ I n,Q,J— ^.UnZJ,o.4o^1 rl.sj, l u.tzo{ 

1H,s) 


120 


CN 


Q 


\ 


so 2 


Or 


mp: 214-215°C(AcOEt-Hex) 
NMR: 6 :1. 47-1. 63(4H,m), 1.80-1 .89 (2H, 
m),2.02-2.12(2H,m),7.28-7.34 (2H,m), 
7.78-7. 84(2H,m),7.93-7.97 (1 H,m),8.02- 
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Ex. 


R 1 


A 


Y 


R 9 


DATA 












8. 06(2H,m), 8.16(1 H,d, J=2.0Hz), 
10.12(1H,s) 


121 


CN 


Q 


c=o 




mp: 1 34-1 35°C(AcOEt- Hex) 
NMR: 6 :1. 60-1. 81 (4H,m), 1.96-2.07 (2H, 
m),2.22-2.34(2H,m),7.28-7.34(2H, m), 
7. 98-8. 05(3H,m), 8.07-8.1 1 (1 H,m), 8.29 
(1 H,d,J=2.0Hz),8.62(1 H,s),1 0.19(1 H,s) 


122 


CF 3 


0 


c=o 




mp: 246-247G(AcOEt) 

NMR: b :2.02-2.10(2H,m), 2. 15-2.24 (2H, 

m),3.70-3.77(4H,m),7. 30-7.36 (2H,m), 

7.98-8.1 5(4H,m), 8.28-8. 30 (1H,m), 8.43 

(1H,s),10.23(1H,s) 


130 


CF 3 


-o 


c=o 




(A) MS FAB(m/z):432[(M-H)-] 
NMR: 6 :1.30-1.70(4H, m), 1.90-2.00 
(4H, m), 2.25-2.50(1 H, m), 3.70-3.85(1 H, 
m), 7.25-7.38(2H, m), 7.88-7.96(2H, m), 
7.97-8.02(1 H,m), 8.09(1 H, d, J=8.4Hz), 
8.23-8.33(2H, m), 1 0.63(1 H, br) 

(B) Mb FAB(m/Z).434l(M + H) J 
NMR: 6 :1. 58-1. 90(81-1, m), 2.57-2.65 
(1H, m), 3.90-4.02(1H, m), 7.23-7.31 (2H, 
m), 7.88-7.96(2H, m), 7.97-8.03(1 H, m), 
8.08(1 H, d, J=8.4Hz), 8.1 9-8.26(1 H, m), 
8.36(1 H, br), 1 0.59(1 H, br) 



H MeTA 

R 9 I C 

/T-\ mp: 249-250 1: (EtOI 

(/ F NMR: 6 :1.63(3H,s), 



Ex. 


R 1 


R 2 


Y 


R 9 


DATA 


123 


CF 3 


CN 


c=o 




mp: 249-250 C (EtOH) 

NMR: 6 :1.63(3H,s),1.94-2.03(3H,m),2.17- 
2.28(1 H,m), 3.50-3.59(1 H,m), 3. 73-3.82(1 H,m), 
7.29(2H,t,J=9.0Hz),7.65(2H,dd,J=5.6,9.0Hz),8 
.10(1H,d,J=8.8Hz),8.17(1H,dd,J=1.8,8.8Hz),8. 
34(1 H,d,J=1 . 8Hz), 9.96(1 H,s) 


124 


CF 3 


CN 


S0 2 




mp: 1 1 5-1 1 6°C ((Et) a O-Hex) 
NMR: 6 :1.50(3H,s),1.88-2.07(3H,m),2.22- 
2.31 (1 H,m), 3.36-3.46(1 H,m),3.61 -3.69(1 H,m), 
7.56-7.62(2H,m), 7.66-7.71 (1 H,m),7.78-7.82 
(2H,m),8.14(1H,d, J=8.4Hz), 8.23(1H,dd, 
J=2.0,8.4Hz),8.29(1H,d,J=2.0Hz),1 0.04(1 H,s) 


125 


CF 3 


CN 


so 2 




mp: 180-182°C (i-PrOH-CHCI 3 ) 
NMR: 6 :1.52(3H,s),1.89-2.07(3H,m),2.22- 
2.31 (1 H,m), 3. 39-3.46(1 H,m), 3. 61 -3.68(1 H,m), 
7.39-7.45(2H,m),7.84-7.90(2H,m), 8.13(1 H,d, 
J=8.8Hz), 8.22(1 H,dd,J=2.0,8.8Hz),8.27(1 H,d, 
J=2.0Hz), 10.03(1 H,s) 


126 


CF 3 


CN 


S0 Z 




mp: 149-150°C (EtOH-(Et) a O) 
NMR: 6 :1 .49(3H,s),1 .86-2.07(3H,m),2.20- 
2.30(1 H,m), 3.28-3.42(1 H,m), 3.56-3.68(1 H,m), 
3.84(3H,s),7.03-7.13(2H,m), 7.70-7.75(2H,m), 
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Ex. 


Ft 1 


R 2 


Y 


R 9 


DATA 












8.13(1 H,d,J=8.8Hz), 8.23(1 H,dd,J=2.0,8.8Hz), 
8.29(1 H,d,J=2.0Hz),1 0.02(1 H,s) 


127 


CF 3 


CN 


0 

H 




mp: 182-1 84 C (CH 2 CI 2 -(Et) 2 0) 
NMR: 6 :1 .53(3H,s),1 .86-1 .95(1 H,m),1 .97- 
2.20(3H, m), 3.59-3. 67(1 H,m), 3.75-3. 83 
(1H,m), 7.23-7.28(2H,m),7.52-7.57(2H,m), 
8.07(1 H,d, J=8.4Hz),8.18(1H,dd,J=2.0,8.4Hz), 
8.33(1 H,d,J=2.0Hz),8.35(1 H,br),9.97(1 H,s) 


128 


CF 3 


CN 


0 

H 


CH2CH3 


mp: 173-175°C (1 ,2-diCI-Et) 

NMR: b :1 .00(3H,t,J=7.2Hz),1 .46(3H,s), 1.76- 

1 .84(1 H,m),1 .86-2.02(2H,m),2.10-2.19 

(1 H,m), 2.95-3.10(2H,m),3.29-3.37(1 H,m), 

3.51-3.60 (1H,m), 6.24-6.30(1 H,m), 8. 07(1 H,d, 

J=8.8Hz), 8.13(1 H,dd,J=2.0,8.8Hz), 8.31 (1H,d, 

J=2.0Hz), 10.15(1H,s) 


129 


CF 3 


CN 


0 

H 


^Me 


mp: 167-168°C (AcOEt-Hex) 

NMR. o .1 .Ub(on,t,J=b.4nZ),n .4b^on,SJ, l . / o- 

1 .83(1 H,m),1 ,86-2.02(2H,m),2.1 0-2.20(1 H,m), 

3.31-3.38(1 H,m), 3.52-3. 60 (1 H,m),3.65-3.78 

(1H,m),5.93( 1H, d, J=8.6Hz),8.07(1 H,d, 

J=8.6Hz),8.12(1H,dd,J=1.8,8.6Hz),8.30(1H,d, 

J = 1.8Hz),10.17(1H,s) 



S1 


3 


Ex. 


Structure 


DATA 


131 


F 


MS FAB(m/z):392[(M+H) + ] 

NMR: 6 : 3.60-3.75(1 H, m), 4.20-4.30 

(2H, m), 4.35-4.60 (2H, m), 7.25-7.34(2H, 

m), 7.68-7.76 (2H, m), 7.95-8.20(1 H, m), 

8.08-8. 14(1H, m), 8.30(11-1, br), 10.83(1H, 

br) 



^b-t&i,(Dxn^\ 

^x, m^pcom^-nuT^M^^c 

Com. :it^^ 
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1. THE— I )X*m£ti&T*>/l'T^;W^T^^T~V\mMPfXtt*c0^ 

R 3 R 4 R 5 R 6 R 7 R 8 
R 1 k, V r V -I r), 

R z 

R'&tFR 2 :!*! — XttS^oT^M^y^J^T-, y77, ^n^VtlT /^/^ ^hu, 

R 3 :7X*iflT-XttfSmr/^/v3£ 
n:OX!il 

R 4 , R 5 , R s ^U«R 7 :lW|— XttH^oT/K^UflT, g&g^LTV ^Tt WT/^^ 
JtV^ii, R 4 ^R 5 7jS--f$^^oT^^niIfrT--^f3 A/T-V ^fclt ^>^o7/^/H^^L 
A^I/A, : |H ^ X ttlftoTlp ^ X ttf£0T ^ \- ;, J,i, 

R s :7km^, 7KS$S, 617/^^7, fi!7/^/7 77M^Xiij£i77/^^t 
j^c V > teR 8 £R 5 #5— #:£&o X^MM^V^T ^ \y > K3r7fM L Tt> £ < , X fin/JS i go £ 

X, : mmw^xum^mT- 

WL, Z^^rny^/^/^^Swi^li, R 4 <tR 5 <£>4>&<£&— 7j«7klM^ 
^<£>K£t7tH- 0 ) 

2. tiE^x^( i )7?T^tiSr^/i-r7yemT7//i-r^yi^#f*xi«^it 




(i) 
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=^ vv> , fS^T /V^j /y /17X fiffi/f^T ^ ~ C ),l 
R 4 , R 5 , R H &t/R 7 :(W]--XttM^o-r7j<*JjTiT-, ffi&&&^LTV^t>&W£aT/l'=^ 



^R 7 ^R 8 /jS--y^^/^oTfir^l?^yP 2 T/^V'>'S^B^LTtctV^ ;; 
Z:Y-R 9 

Y: St — C— — S— Xi'J — C-N— T^^^S 
v ■ (0)m v d'° 



R 3 ^^R 10 :7KiiJ^-?-x«fi/mr^/^s 

m: OX til, 2 

{ELL, Y^^/^^S'Cfc!), R^j^tpT'J- /H©f 7>ft, R 4 tR 5 c7)/>^<^) — 77 

3. rta^ilx^( i )^7F$^5T^/i/r^yg^r^^r^yKfi^f$:x(«»^: 




8 



(I) 
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